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10 - 1 - . 

BNP0THEL1N BECSEISB flHTftGQNISTfi 
SISLB OF INVENTION 

15 

The present invention relates to novel indane 
and indene derivatives, pharmaceutical compositions 
containing these compounds and their use as endothelin 
receptor antagonists. 

20 

. Endothelin (ET) is a highly potent 
vasoconstrictor peptide synthesized and released by the 

25 vascular endothelium. Endothelin exists as three 

isoforms, ET-1, ET-2 and,BT-3. Of these, only ET-1 and 
ET-3 have been \fpund to be expressed in mammalian 
systems* [Unless otherwise stated "endothelin" shall 
mean any or all of the isoforms of endothelin] . 

30 Endothelin has profound effects on the cardiovascular 
system, and in particular, the coronary, renal and 
cerebral circulation. Elevated or abnormal release of 
endothelin is associated with smooth muscle contraction 
which is involved in the pathogenesis of cardiovascular, 

35 cerebrovascular, respiratory and renal pathophysiology. 
Elevated levels of endothelin have been reported in 
plasma from patients with essential hypertension, acute 
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-a- 

myocardial infarction, subarachnoid hemorrhage, 
atherosclerosis, and patients with uraemia undergoing 
dialysis. 

la vivo , endothelin has pronounced effects on 
5 blood pressure and cardiac output* An intravenous bolus 
injection of ET (0.1 to 3 nmol/kg) in rats causes a 
transient, dose-related depressor response {lasting 0,5 
to 2 minutes) followed by a sustained, dose-dependent 
rise in arterial blood pressure which can remain 

10 elevated for 2 to 3 hours following dosing* Doses above 
3 nmol/kg in a rat often prove fatal. 

Endothelin appears to produce a preferential 
effect in the renal vascular bed. It produces a marked, 
long-lasting decrease in renal blood flow, accompanied 

15 by a significant decrease in GE*R f urine volume, urinary 
sodium and potassium excretion. Endothelin produces a 
sustained antinatriuretic effect, despite significant 
elevations in atrial natriuretic peptide. Endothelin 
also stimulates plasma renin activity. These findings 

20 suggest that BT is involved in the regulation of renal 
function and is involved in a variety of renal disorders 
including acute renal failure, cyclosporine 
nephrotoxicity and chronic renal failure. 

Studies have shown that in 3?±Ea, the cerebral 

25 vasculature is highly sensitive to both the vasodilator 
and vasoconstrictor effects of endothelin. Therefore, 
ET may be an important mediator of cerebral vasospasm, a 
frequent and often fatal consequence of' subarachnoid 
hemorrhage* 

30 ET also exhibits direct central nervous system 

effects such as severe apnea and ischemic lesions which 
suggests that ET may contribute to the development of 
cerebral infarcts and neuronal death* 

ET has also been implicated in myocardial 

35 ischemia (Nichols et al* Br. J> Pharm. 99: 597-601, 1989 
and Clozel and Closel, Circ. Bfit&*r 65: 1193-1200, 1989) 
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coronary vasospasm {Fukuda et al*, Sur. j, Phann. 165: 
302-304, 1989 and Luscher, cire. 83: 701, 1991) heart 
failure, proliferation of vascular smooth muscle cells, 
(Takagi, BlQChffffi ft Biophyg, B&SU Qmmxuf 268: 537-543, 
■ 5 1990, Bobek qL^lL^, Am. J , Ehysl&L, 258: 408-C415, 1990) 
and atherosclerosis, {Nakaki fit al., SiPCheit), S BlflPhyfi. 
BfiB, Cfflnnmiu 158 : 880-881, 1989, and Lerman <>t ai. r Haw. 

Eng. i7t ,q,E IferiL 325s 997-1001, 1991). Increased levels 

of endothelin have been shown after coronary balloon 
10 angioplasty (Kadel et »i- r No. 2491 circ, 82: 627, 
1990) . 

Further, endothelin has been found to be a 
potent constrictor of isolated mammalian airway tissue 
including human bronchus (Uchida et al. r Eur nf 
15 Fharm , 154: 227-228 1988, LaGente, Clin. K*p. Ml&xgy 
20: 343-348, 1990; and Springall et ai. r Lancet, 337: 
697-701, 1991). 

Endothelin has been associated with the 
induction of haemorrhagic and necrotic damage in the 

20 gastric mucosa (Whittle at jl3 - f Br, J, Pharsu 95: 1011- 
1013, 1988); Raynaud's phenomenon, Cinniniello et 
Lancet 337: 114-115, 1991); Migraine (Edmeads, Headache, 

Feb, 1991 p 127); Sepsis {Weitzberg et ft],,, JSl rc , Shock 

33: 222-227, 1991; Pittet et aj,,, Ann, Surg. 213: 262- 

25 264, 1991), Cyclosporin-induced renal failure or 

hypertension (Eur, j„ Eharmacol*,, iR^ 191-192, 1990, 
Kidney Int, 37: '1487-1491, 1990) and endotoxin shock and 
other endotoxin induced diseases (Biochem, Biophvs. r^. 
CommuiU. 161: 1220-1227, 1989, Acta Phvsiol, SflamL 137: 

30 317-318, 1989)* 

Thus, endothelin receptor antagonists would 
offer a unique approach toward the pharmacotherapy of 
hypertension, renal failure, cerebrovascular disease, 
myocardial ischemia, angina, heart failure, asthma, 

35 atherosclerosis, Raynaud's phenomenon, ulcers, sepsis, 
migraine, glaucoma, endotoxin shock, endotoxin induced 
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multiple organ failure or disseminated intravascular 
coagulation, cyclosporin-induced renal failure and as an 
adjunct in angioplasty and prevention of restenosis, 

5 SUMMARY 0? THE INVENTION 

This invention comprises indane and indene 
derivatives represented by Formula U) and 
pharmaceutical compositions containing these compounds, 
10 and their use as endothelin receptor antagonists which 
are useful in the treatment of a variety of 
cardiovascular and renal diseases including but not 
limited to: hypertension, acute and chronic renal 
failure, cyclosporin induced nephrotoxicity r stroke, 

15 cerebrovascular vasospasm, myocardial ischemia, angina, 
heart failure and atherosclerosis. 

This invention further constitutes a method 
for antagonizing endothelin receptors in an animal, 
including humans, which comprises administering to an 

20 animal in need thereof an effective amount of a compound 
of Formula (I) a 

DETAILED DESCRIPTION OF TOR TUTOWTjffflT 

25 The compounds of this invention are 

represented by structural Formula (I) : 



30 



35 

wherein: 




(I) 



\ 
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Rl is -X(CH 2 ) n Ar or -X(CH 2 ) n R B or 



5 




(O ; 



R 2 is hydrogen, Ar or (c) ; 
10 Pi is -X(CH 2 ) n R B ; 

P 2 is -X(CH 2 ) n R e , °* ~XR 9 Y; 

R3 and R5 are independently hydrogen, R^, 0H ' 
Cx- 8 alkoxy, S(0) q Rxi, N{R 6 ) 2 , Br, F, I, CI, CF3, NHCOR 6 , 
~RllC0 2 R 7 , -XR9-Y or -X<CH 2 ) n R8 wherein the methylene 
15 groups of -X<CH 2 ) n R 8 may be unsubstituted or substituted 
by one or more ~(CH 2 ) n Ar groups; 

R4 is hydrogen, R u , OH, Ci^alJcoxy, 
S(0) q R aa ,N(R6)2, -X(*ll)' Br, F, X, CI or NHCORg wherein 
the C^alkoxy may be unsubstituted or substituted by 
20 OH, methoxy or halogen; 

Rg is independently hydrogen or C^alkyl; 

R 7 is independently hydrogen, C^galkyl or 

{CH 2 ) n Ar; 

R B is hydrogen, R 11# C0 2 R 7r P0 3 H 2 , P(0)<OH)R 7 , 
25 CN, ~C<0)N£R 6 ) 2 , tetrazole or 0R 6 ; 

R$ is.Ci^iQaj^yi, C2-ioalkehyl or phenyl all 

of which may be unsubstituted or substituted by one or 
more OH, N<Re) 2 , COOH, halogen or XC^galkyl; 
RlQ is R3 or R4; 
30 Ru is Cx-. 8 alkyl, C^jalkenyl, C 2 -8 al *y n y 1 an 

of which may be unsubstituted or substituted by one or 
more OH, CH 2 0H, N{Rg) 2 or halogen; 

X is (CH 2 ) n , 0, m$ or S(0) q ; 

Y is CH3 or X{CH 2 ) n Ar; 

35 Ar is: 
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or 



5 (a) (b) 

naphthyl, indolyl, pyridyl, thienyl, 
oxazolidinyl, oxazolyl, thiazoiyl, isothiazolyl, 
pyrazolyl, triazolyl, tetrazoiyl, * imidazolyl, 
10 inddazolidinyl, thiazolidinyl, isoxazolyl, oxadiazolyl, 
thiadiazolyl, morpholinyl, piperidinyl, piperazinyl, 
pyrrolyl, or pyrimidyl; all of which may be 
^substituted or substituted by one or more R3 or R4 

groups; 

15 A is 00, or [C(R6>2)m' 

B is ~CH 2 - or -0-; 

Z\ and Z2 are independently hydrogen, 
8 alkyl, C2-8 alken y :i ' C 2 ~8 a l*y**yl, 0H ' C^salkoxy, 

20 -XCCH2) n R8^ phenyls benzyl or C3~ecycloalkyl wherein the 
Cj-galkyl, C2~8 alkerl y 1 or C 2 «~8 a ^ynyl ma y be optionally 
substituted" by COOK, OH, CQfCH 2 ) n CH 3 , CO (CH 2 ) n Cfi 2 N (R 6 ) 2 , 
or halogen; or Z\ and 2 2 together may be -O-A-O- on 

contiguous carbons; 
25 £3 is Zi or XR9Y; 

q is zero, one or two; 

n is an integer from 0 to six; 

hi is 1, 2 or 3; 
and the dotted line indicates the optional presence of a 
30 double bond; or a pharmaceutical^ acceptable salt 
thereof; provided that 

• R 2 is not hydrogen when X is S(0) q ; 

• when the optional double bond is present 
there is only one Riq and there is no Pi; 

35 ■ the compound of Formula I is not (IRS) -1,3- 

diphenylindene-2-carboxylic acid; (cis,cis)- 
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(IKS, 3SR) -1, 3-di£henylindane-2-carboxylic acid; 
{IRS) -3- (3-Methyl-l-phenyl- (1H) -ind~2-en-l~yl] 
propionic acid; or (IRS) -2 [1, 3~diphenyl-* (IK) - 
ind~2-en-2-yl]ethanoic acid* 
5 Also included in the invention are 

pharmaceutical acceptable salt complexes* 

All alkyl, alkenyl, alkynyl and alkoxy groups 
may be straight or branched. The term "halogen" is used 
to mean iodo, fluoro, chloro or bromo* Alkyl groups may 
10 be substituted by one or more halogens up to 
perhalogenation* 

The compounds of the present invention may 
contain one or more asymmetric carbon atoms and may 
exist in racemic and optically active form* All of 
15 these compounds and diastereoisomers are contemplated to 
be within the scope of the present invention. 

Preferred compounds are those wherein is 
X(CH 2 ) n Ar, <Ar is (a) or <b>), dihydrobensofuranyl, 
benzodioxanyl, cyclohexyl, Ci- 4 alkyl; R 2 is (a), (b) 
70 4 alkyl, indolyl or hydrogen; R 3 and R 5 are independently 
hydrogen, OH, C^alkoxy, halogen, -OC^alkyl phenyl, 
HllC0 2 R 7r C^alkyl, N(H 6 ) 2 , NH(CO)CH 3f ~X{CH 2 ) n R 8/ «XR 9 
pyridyl, phenyl or S(0) p Ci^ s alkyl; R 4 is hydrogen, OH, 
Ci~ 5 alkoxy, halogen, C^alkyl, N(R 6 ) 2 , NH{CO>CH 3 or 
25 StOpCi^alkyl; Zj, Z 2 and Z3 are independently XR9Y, 
benzyl, hydrogen, OH, C£- 5 alkoxy, -N(R 6 ) 2r S<0)qC lt . 
galkyl, NHCORg, X(ce 2 ) Jl R 8 or halogen, or Zi and Z 2 
together may be -0-A-0 on contiguous carbons; P x and P 2 
are independently hydrogen, C0 2 H or tetrazole; Ar is 
30 <a), {b}, phenyl, or pyridyl; X is (CH 2 ) n or oxygen. 
More preferred are compounds wherein R3 is 
hydrogen or -X{CH 2 ) n R B> KnC0 2 R 7 ; R 4 and R 5 are 
independently hydrogen, OH, Ci- 5 alkoxy, SC^alkyl, F, 
Br, Ci-3alkyl or NH 2 ; Z x and 23 are hydrogen and Z 2 ^ 
35 hydrogen, OR, Ci-salkoxy, halogen, XtCH^Rg, NH 2 , 

benzyl, KH(C0)CH 3 , or Zx and 2 2 together may be O-A-O. 
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Most preferred are compounds wherein Rx is (b) 
arid R2 is (a) or (b); A is CH2, B is there is no 
optional double bond; R^ and XR2 are trans to Z2 is 
OH, Cx-salkoxy r -*OCH2CHCH2 or hydrogen, Zi is hydrogen? 
5 R3 is hydrogen, X{CK2)qC00H or CH«CHC02H, R4 is 

hydrogen, substituted phenyl, or Ci^zlkoxy; and R5, Rio 
• and ^2 are hydrogen. 

Especially preferred are the following 

i0 compounds : 

(1R5, 2SR, 3SR) -1- (4~Methoxyphenyl) -3- (3, 4-methylene- 
dioxyphenyi) indane~2~carboxylic acid; 

(IRS, 2RS, 3SR) -5-Hydroxy-3~ (4-methoxyphenyl) -1- (3,4- 
15 methylenedioxyphenyl)indane-2-carboxylic acid; 

(IRS, 2RS, 3SR) ~5-Methoxy-3- (4-methoxyphenyI) -1- (3 r 4* 
methylenedioxyphenyl) indane-2-carboxylic acid; 

20 (IRS, 2SR, 3SR)~l,3H&is(3,4-methylenedioxypbenyl)-5- 
5-hydroxyindane-"2-carboxylic acid; 

(IRS, 2SR, 3RS) -3- (2-CarboxymethoxyM-methoxyphenyl ) -I- 
(3, 4-methylenedioxyphenyl)-5- (prop-l-yloxy) -indane-2- 
25 carboxylic acid 

(IRS, 2SR, 3SR) -3- (2"Carboxymethoxy-4-methoxyphenyl) -1- 
(2-methoxy-4, 5-methylenedioxyphenyl) -5- (prop-l-yloxy) - 
indane-2 -carboxylic acid 

30 

( IRS, 2SR, 3RS) -3- [2- Cl~Carboxyeth-2-yloxy) - 4 -methoxy- 
phenyl] -1- (3, 4-raethylenedioxyphenyl) -5- (prop-l-yloxy) - 
indane-2-carboxylic acid, bis-dicyclohexylamine salt; 
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~1~ 

(IRS, 25R, 3SR)-3-t2-[{E)-2-Carbaxyethen-l-yl]-4- 
methoxyphenyl]-!- (3, 4~methylenedioxyphenyl) -5- (prop~l~ 
yloxy) indane-2~carboxylic acid; 

5 (IRS, 23R, 3SR)-3-[2-(2-Carboxyeth-l-yl)^4-methoxy- 
phenyl] -l-(3, 4-methylenedioxypheny;i)-5- (prop-l-yloxy)- 
indane-2~carboxylic acid; 

(IRS, 2SR, 3RS> -3- [2- (3-Carboxyphenyl)-4~methoxyphenyl] -1- 
10 (3, 4~methylenedioxyphenyl) -5~ {prop-l~yloxy) indane-2- 
carboxylic acid 

The present invention provides compounds of 
Formula (I) above 

15 



20 




\ 



which can be prepared by a process which comprises: 

a) reacting a compound of Formula (2) wherein 
X is Ci„5alkyl 




<2) 



35 with a substituted benzaldehyde or aldehyde of Formula (3) ♦ 
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-to- 

D-CHO (3) 

wherein D is Ar or (c) as defined in Formula I, in a 
suitable solvent such as benzene with a catalyst such as 
5 piperidinium acetate at reflux to provide a compound of 
Formula (4) * 



0 



10 




(4) 



Cyclization of compound {4) in the presence 
15 of a suitable Lewis acid such as titanium tetra- 
chloride or aluminum chloride or alternatively when Zj 
is 3-OR <meta> {where R is Ci-salJcyl, or benzyl) , 
trif luoroacetic acid, provides an indanone of the 
Formula (5) * 




(5) 



Dehydrogenation with 2, 3-dichloro-5, 6-dicyano- 
l f 4-benzoquinone in an appropriate solvent or 
alternatively bromination with pyridinium hydrobromide 
30 perbromide in dichloromethane followed by treatment with 
l,5~cUazabicyclo[4, 3, 0]non-5-ene provides indenones of 
Formula (6} * 



35 
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-It- 

b) Alternatively, a compound of Formula 6 
wherein Z lr Z 2 and 2 3 are hydrogen and 



10 can be prepared by treatment of 2-bromobenzoic acid with 
two equivalents of n-butyllithium in a solvent such as 
tetrahydrofuran under argon at -78 Z followed by the 
addition of an acid chloride of formula (7): 



15 



20 



(7) 



provides a compound of formula (8) : 



25 



30 



1 1 f 



(8) 



Treatment of compounds of type (8) with 
thionyl chloride at reflux gives an acid chloride which 
35 can be isolated by concentration under reduced pressure. 
This acid chloride can then be treated with diethyl 
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magnesium malonate in a solvent such as ether to give a 
compound of formula (9): 



10 




Reaction of a compound of type (9) at reflux 
with 5% aqueous sodium carbonate gives compounds of 
15 formula (10) : 



20 



25 



30 




<10) 



c) Treatment of an indenone of formula (11) 




co z x 



(11) 



wherein Zj, Z2' %3 and Rj are as defined for formula I 
35 or a group convertable to them, with an organomagnesiuio 
compound of Formula (12) wherein R2 is defined for 
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10 



20 



W3- 

R 2 (CH 2 ) n MgBr (12) 

Formula I or a group convertable to it, in a suitable 

solvent at O'C provides compounds of formula (13) : 



(CH 2 ) n R 2 



Saponification of compounds of formula (13) using 
sodium hydroxide in aqueous methanol followed by 
15 reduction with triethylsilane and boron trif luoride 
etherate in a suitable solvent such as dichloromethane 
at 0*C affords racemic compounds of formula (14) . 



25 Conjugate addition of nucleophlles to an ester derived 
from formula (1<3), followed by saponification affords 
compounds of formula (I) having an R^g other than 

hydrogen . Re* introduction of a double bond into an 
ester derived from such acids followed by conjugate 
30 addition of another nucleophilic species and subsequent 
saponification affords compounds of formula (1) in which 
neither R^q substituent is hydrogen * 

Reduction of compounds of formula (13) with 
triethylsilane and boron trifuoride etherate in a 
35 suitable solvent such as dichloromethane at 0°C followed 
by hydrogenation with hydrogen gas under pressure at 
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approximately 60 psi in the presence of a suitable 
catalyst such as 10% palladium on charcoal affords 
compounds of formula (15) : 



(15) 



Alkylation or acylation of the ester enolate 
derived from formula (15) affords compounds wherein Fx 
and ?2 are as defined in formula (1) . 

15 Alternatively, hydrogenation of compounds of 

formula (13) with hydrogen gas under pressure at 
approximately 60 psi in the presence of a suitable 
catalyst such as 10% palladium on charcoal in a suitable 
solvent such as ethyl acetate or methanol' containing 1~ 

20 5% acetic acid affords compounds of formula (IS) . 

Treatment of these compounds with a base such as sodium 
hydroxide in a suitable solvent such as aqueous ethanol 
provides racemic compounds of formula (16) : 




(16) 



wherein Z lt Z 2 and Z3 are hydrogen; % * R2; and n is 0, 
Treatment of coirtpounds of formula (13) with 
triethylsilane and boron trifluoride etherate in a 
35 suitable solvent such as dichloromethane at 0°C followed 
by reaction with samarium II iodide in a suitable 
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solvent such as tetrahydrofuran and then saponification, 
provides compounds of formula (17) 



COjH (17) 



10 with appropriate manipulation and protection 

of any chemical functionalities, synthesis of the 
remaining compounds of the Formula (I) is accomplished 
by methods analogous to those above and to those 
described in the Experimental section, 

15 in order to use a compound of the Formula (I) 

or a pharmaceutically acceptable salt thereof for the 
treatment of humans and other mammals it is normally 
formulated in accordance with standard pharmaceutical 
practice as a pharmaceutical composition. 

20 Compounds of Formula (I) and their 

pharmaceutically acceptable salts may be administered in 
a standard manner for the treatment of the indicated 
diseases, for example orally, parenterally, sub- 
lingually, transdermally, rectally, via inhalation or 

.25 via buccal administration. 

Compounds of Formula (I) and their 
pharmaceutically acceptable salts which are active when 
given orally can be formulated as syrups, tablets, 
capsules and lozenges, A syrup formulation will 

30 generally consist of a suspension or solution of the 
compound or salt in a liquid carrier for example, 
ethanol, peanut oil, olive oil, glycerine or water with 
a flavouring or colouring agent. Where the composition 
is in the form of a tablet, any pharmaceutical carrier 

35 routinely used for preparing solid formulations may be 
used. Examples of such carriers include magnesium 
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stearate, terra alba, talc, gelatin, agar, pectin, 
acacia, stearic acid, starch, lactose and sucrose. 
Where the composition is in the form of a capsule, any 
routine encapsulation is suitable, for example using the 
5 aforementioned carriers in a hard gelatin capsule shell. 
Where the composition is in the form of a soft gelatin 
shell capsule any pharmaceutical carrier routinely used 
for preparing dispersions or suspensions may he 
considered, for example aqueous gums, celluloses, 
10 silicates or oils and are incorporated in a soft gelatin 
capsule shell. 

Typical parenteral compositions consist of a 
solution or suspension of the compound or salt in a 
sterile aqueous or non-aqueous carrier optionally 
15 containing a parenterally acceptable oil, for example 
polyethylene glycol, . polyvinylpyrrolidone, lecithin, 
arachis oil, or sesame oil* 

Typical compositions for inhalation are in the 
form of a solution, suspension or emulsion that may he 
20 administered as a dry powder or in the form of an 
aerosol using a conventional propellant such as 
dichlorodifluordmethane or trichlorofluoromethane. 

A typical suppository formulation comprises a 
compound of Formula (1) or a pharmaceutical^ acceptable 
25 salt thereof which is active when administered in this 
way, with a binding and/or lubricating agent, for 
example polymeric glycols, gelatins, cocoa-butter or 
other low melting vegetable waxes or fats or their 
synthetic analogues. 
30 Typical transdermal formulations comprise a 

conventional aqueous or non-aqueous vehicle, for example 
a cream, ointment, lotion or paste or are in the form of 
a medicated plaster, patch or membrane. 

Preferably the composition is in unit dosage 
35 form, for example a tablet, capsule or metered aerosol 
dose, so that the patient may administer to themselves a 



WO 93/08799 



PCT/US92/09427 



single dose. 

Each dosage unit for oral administration 
contains suitably from 0,1 mg to 500 mg/Kg, and 
preferably from 1 rag to 100 mg/Kg, and each dosage unit 
5 for parenteral administration contains suitably from 0.1 
mg to 100 mg, of a compound of Formula (I) or a, 
pharmaceutical ly acceptable salt thereof calculated as 
the free acid* Each dosage unit for intranasal 
administration contains suitably 1-400 mg and preferably 

10 10 to 200 mg per person, A topical formulation contains 
suitably 0,01 to 1.0% of a compound of Formula (I) * 

The daily dosage regimen for oral 
administration is suitably about 0*01 mg/Kg to 40 mg/Kg, 
of a compound of Formula (I) or a pharmaceutically 

15 acceptable salt thereof calculated as the free acid. 
The daily dosage regimen for parenteral administration 
is suitably about 0.001 mg/Kg to 40 mg/Kg, of a compound 
of the Formula {I) or a pharmaceutically acceptable salt 
thereof calculated as the free acid. The daily dosage 

20 regimen for intranasal administration and oral 

inhalation is suitably about 10 to about 500 mg/person* 
The active ingredient may be administered from 1 to € 
times a day, sufficient to exhibit the desired activity.. 
No unacceptable toxicological effects are 

25 expected when compounds of the invention are 

administered in , accordance with the present invention* 
The biological activity of the compounds of 
Formula (I) are demonstrated by the following tests. 

30 i * Binding Assay 

A) Membrane Jftrea^mlsn 

Rat cerebellum or kidney cortex were rapidly 
dissected and frozen immediately in liquid nitrogen or 
used fresh. The tissues, 1-2 g for cerebellum or 3-5 g 
35 for kidney cortex, were homogenized in 15 mis of buffer 
containing 20mM Tris HC1 and 5mM EDTA, pH 7,5 at 4°C 
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using a motor-driven homogenizer. The homogenates were 
filtered through cheesecloth and centrifuged at 20, 000 x 
g for 10 minutes at 4°C. The supernatant was removed 
and centrifuged at 40,000 xg for 30 minutes at 4*C, The 
5 resulting pellet was resuspended in a small volume of 

buffer containing 50 m Tris, 10 mM MgCl2, pH 7.5; * 

aliquotted with small vials and frozen in liquid 
nitrogen. The membranes were diluted to give 1 and 5 mg 
of protein for each tube for cerebellum and kidney 
10 cortex in the binding assay. 

Freshly isolated rat mesenteric artery and 
collateral vascular bed were washed in ice cold saline 
(on ice> and lymph nodes were removed from along the 
major vessel. Then, the tissue was homogenized using a 
15 polytron in buffer containing 20 mM Tris and 5mM EDTA, 
pH 7.5 at 4°C in 15 ml volume for -6 gm of mesenteric 
artery bed. The homogenate was strained through 
cheesecloth and centrifuged at 2,000 xg for 10 min. at 
4*C. The supernatant was removed and centrifuged at 
20 40,000 xg for 30 min. at 4°C> The resulting pellet was 
resuspended as explained above for cerebellum and kidney 
cortex. Approximately 10 mg of membrane protein was 
used for each tube in binding experiments, 
b) [ 125 i3£i= l l llll Binding Frotoml 
25 I 125 I]E1V1 binding to membranes from rat 

cerebellum (2~5,mg protein/assay tube) or kidney cortex 
(3-8 mg protein/assay tube) were measured after 60 
minutes incubation at; 3Q*C in 50 mM Tris HC1, 10 m 
MgCl 2 , 0-05% BSA, pH 7.5 buffer in a total volume of 100 

30 ml. Membrane protein was added to tubes containing 
either buffer or indicated concentration of compounds. 
[125 j] £ T -i (2200 Ci/mtaol) was diluted in the same buffer 
containing BSA to give a final concentration of 0.2-0.5 
tm ET-l. Total and nonspecific binding were measured in 

35 the absence and presence of 100 nH unlabelled ET-1. 
After the incubation, the reactions were stopped with 
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3,0 ml cold buffer containing. 50 mM Tris and 10 mM 
MgCl 2 , PH 7*5. Membrane bound radioactivity was 

separated from free ligand by filtering through Whatman 
GF/C filter paper and washing the filters 5 times with 3 
5 ml of cold buffer using a Brandel ceil harvester. 

Filter papers were counted in a gamma counter with an 
efficiency of 75%. IC 50 's for the compounds of this 

invention range from 0,1 nm to SO pm* 

10 11 • In Vitro V a scular Smooth Mus cle flflLixlfc y, 

Rat aorta are cleaned of connective tissue and 
adherent fat, and cut into ring segments approximately 3 
to 4 mm in length* Vascular rings are suspended in 
organ bath chambers {10 ml) containing Krebs-bicarbonate 

15 solution of the following composition (raillimolar) : 

NaCl, 112.0* KC1, 4.7; KH 2 P0 4 , 1.2; MgS0 4 , 1.2/ CaCl 2 , 
2.5; NaHC0 3 , 25.0; and dextrose, 11*0, Tissue bath 

solutions are maintained at 37*c and aerated 
continuously with 95% 0 2 / 5% C0 2 . Resting tensions of 

20 aorta are maintained at 1 g and allowed to equilibrate 
for 2 hrs,, during which time the bathing solution is 
changed every 15 to 20 min. Isometric tensions are 
recorded on Beckman R-611 dynographs with Grass FT03 
force-displacement transducer/ Cumulative 

25 concent rat ion- response curves to ET-1 or other 

contractile agonists are constructed by the method of 
step-wise addition of the agonist. ET-1 concentrations 
are increased only after the previous concentration 
produces a steady-state contractile response. Only one 

30 con cent rat ion -response curve to ET-X is generated in 
each tissue* ET receptor antagonists are added to 
paired tissues 30 min prior to the initiation of the 
concentration-response to contractile agonists . 

ET-1 induced vascular contractions are 

35 expressed as a percentage of the response elicited by 60 
mM KC1 for each individual tissue which is determined at 
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the beginning of each experiment* Data are expressed as 
the mean ± S.E.M. Dissociation constants (K^) of 

competitive antagonists were determined by the standard 
method of Arunlakshana and Schild, The potency range 
5 for compounds of this invention range from 0*1 nM to 50 
(lm. 

The following examples are illustrative and 
are not limiting of the compounds of this invention. 

10 EXAMPLE j 

flRS. 2RS. 3SR) zlz M-M&thoxyphenyl>-3-phenylindane* 

2~carboxyUc acid 

a) Ethy,1 □ SSJLU dKtafc^^ 

15 phenylindenftr2zQax-MTOlate. To dry magnesium turnings 
{0.88 g, 36 mmol) under an argon atmosphere was added, 
portionwise, a solution of p-bromoanisole {4.5 ml, 36 
mmol) in 5% THF/ Et20 (37 ml) ♦ The resulting p-methoxy~ 
phenyl magnesium bromide solution was added to a 

20 solution of ethyl l-oxo~3~phenylindene~2-'carboxylate 
(5.0 g, 18 mmol) in Et20 (300 ml) under an argon 

atmosphere at 0°C, The resulting mixture was allowed to 
warm to room temperature and was stirred for 10 min. 
The mixture was partitioned between 3M HC1 (100 ml) and 
25 EtO&c {200 ml) . The organic extract was washed 

successively wi£h H20, aqueous NaHC03, H2O and saturated 
aqueous HaCl anii dried (Na2S04> • The solvent was 
removed in vacuo to provide a yellow oil which was 
treated with Et20/ hexanes. . The solid which formed was 

30 collected by filtration (3.47 g) . The filtrate was 
concentrated under reduced pressure and purified by 
flash chromatography. The material which was isolated 
was treated with Et20/ hexanes, and the additional solid 

which formed (1,76 g, 75% total yield) was collected by 
35 filtration to afford the title compound* 



BMSDOOiD; <WO t*30S7&9An_> 



WO 93/08799 



PCTAJS92/09427 



b) Ethvl (RS)-l- (4-MethDXVDhenvl) >3-phenylinden^2"- 
carfaoxylatfi* To a solution of. ethyl (IRS) [1-hydroxy-l- 
(4-methoKyphenyl) ]-3-phenylindene-2"carboxylate (4,65 g, 
12*0 mmol) in CH2CI2 (40 ml) at 0°C under an argon 

5 atmosphere was added triethylsilane {2.34 ml, 14.6 
mmol), followed by boron trifiuoride etherate (8.8 ml, 
71 mmol) . The reaction mixture was allowed to warm to 
room temperature and stirred for 10 min, at which time 
was added slowly 3M HC1 (50 ml). The mixture was 

10 extracted with EtOAc (150 ml) . the organic extract was 
washed successively with H20, aqueous NaHC03, H20 and 
saturated aqueous NaCl and dried • The solvent was 
removed in vacuo, and the residue was purified by flash 
chromatography on silica gel, eluting with 10% EtOAc/ 

15 hexanes to provide the title compound (4*2 g, 95%) as a 
mixture of Al and A2 double bond isomers, 

c > Ethyl flR^2SR,3SR)-]-f4-Mer , hoyyp1ifiny1 L=3= ' 

Phenyl i ndan<*~?~f; arboxylate - To a solution of ethyl 
20 (RS) -1- (4-methoxyphenyl) -3-phenylindene-2-carboxylate 
(5.75 g, 15 mmol) in EtOAc (150' ml) was added 5% 
palladium on activated carbon (600 mg) , The resulting 
suspension was stirred under an atmosphere of H2 for 1 
d, then was filtered through a pad of Celite. The 
25 filtrate was concentrated under reduced pressure to 
afford the title compound, which was used without 
further purification, 

d) (IRS. 2RSi 3SR) zlz (4-MethoxvDhenvl) -^Dhfinylinri^n^9- 
30 carfrpxylic acid- To a solution of ethyl (irs, 2SR, 3SR)- 
1- (4-methoxyphenyl) ~3-phenylindane-2-carboxylate, (5.5 
g, 14*8 mmol) in BtOR {70 ml) was added 5M NaOH (9 ml, 
45 mmol). The resulting mixture was stirred under an 
argon atmosphere for 1 d, at which time H2O (70 ml) was 

35 added. The mixture was concentrated under reduced 

pressure. The aqueous residue was extracted with Et20, 
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and the Et20 extracts were discarded* The aqueous phase 
was acidified with 6M HC1 and extracted several times 
with BtOAc. The combined BtOAc extracts were washed 
successively with H20 and saturated aqueous NaCl and 
5 dried. The solvent was removed in vacuo to provide an 
oily residue which crystallized upon standing. The 
solid material was recrystallized from BtOAc/ hexanes to 
afford the title compound (4,25 g, 83%}; m.p. 164 - 
166 C# 

10 1 JOiaR (CDCI3) : 5 7,35 - 7.18 *<m, 9H); 6.92 - 6*88 
(m, 4H); 4.68 (d, 1H, J « 10 Hz}; 4.64 (d r IB, 
J m 10 Hz}; 3.81 (s, 3H); 3.34 {t, 1H, J « 10 Hz). 
E£ : 345 Eft*+H) + 3* 

Anal . Calc. for C23H2OO3 : C, 80.21; H, 5.85. 
15 Found C, 80*21? H 6. 03. 

EXAMPLE 2 

ftrans, trans) -1^.3-D.i i 4-methoxvphenvl) - 

lndane-2-carfcoxylic acid 

20 a) WbslJt^ To a 

solution of 4-hydroxybenzaldehyde (31.7 g, 0,26 mol) and 
ethyl benzoylacetate {45.5 ml, 0.26 mol) in EtOH (45 ml) 
under an argon atmosphere was added piperidine £2.6 ml, 
0.026 mol) and acetic acid (3 drops) . After stirring at 

25 room temperature overnight, the resulting solid mixture 
was treated with hot BtOH (700 ml) , and then allowed to 
cool. The crystals which formed were collected by 
filtration to afford, the title compound (61.0 g, 79%). 

30 b) Sttol L2BSL, 35B) -3- (4-Hvdrpxvohenvl) rl-psolndane-2- 
f!arfar>xylate > To a mixture of ethyl 2-benzoyl-3- (4- 
hydroxyphenyl) propenoate (0.50 g, 1.7 mmol) in CH2C12 
(15 ml) at 0*C under an argon atmosphere was added 
titanium tetrachloride {0.93ml, 8.3 mmol). The 

35 resulting mixture was allowed to stir at room 

temperature overnight. The reaction was slowly quenched 



. 8NSDOCID; <WO 930S799A1 J„> 



WO 93/08799 



PCT/US92/09427 



with 3M HCi, then partitioned between EtOAc (50 ml) and 
3M HCI, The aqueous phase was extracted with EtOAc, and 
the combined organic extracts were washed successively 
with H 2 0 and saturated aqueous NaCI, and dried (Na 2 S0 4 ) . 
5 The solvent was removed in vacuo, and the solid residue 
was recrystallized from EtOAc/ hexanes to afford the 
title compound (410 mg, 82%) . 

c > £thyl f 2RR„ 3SR1 -3- f ^-t-ButyldiniftthyXsiloxyphenyl Irl - 
W> P>Pinflanft-2-cari>Pxy 1 afcs » To a solution of ethyl 

(2RS, 3SR)~3- (4-hydroxyphenyl) -l-oxpindane~2~carboxylate 
{3.0 g, 10.2 mraol) in dmf (10 ml) under an argon 
atmosphere were added imidazole a* 72 g, 25.3 mraol) and 
t-butyldimethylchloro-silane (1,82 g, 12-1 mmol) . The 
15 resulting mixture was allowed to stir at room 

temperature for 3 d, then was poured into dilute aqueous 
HCI and extracted with EtOAc (2x) . The combined organic 
extracts were washed successively with H2O, aqueous 
NaHC03, H 2 0 and saturated aqueous NaCI and dried. The 
solvent was removed in vacuo to provide the title 
compound (5.40 g) which was used without further 
purification. 

d) Ethvl 3- (4-t-ButvldimftthvlfinnxvphenyI.W l ^nxftjnrfftnP- 
25 2.7garbQ«y!ttt;ft» To a solution of ethyl {2RS,3SR>-3- (4-t- 
butyldimethylsiloxyphenyl)-l-oxoindane-2-carboxylate 
(130 mg, 0.32 mmol) in CH2CI2 (3 ml) under an argon 

atmosphere was added 2, 3-dichloro-5, 6~dicyano-l, 4~ 
benzoquinone (80 mg, 0,35 mmol). The resulting mixture 

30 was stirred for 2,5 h» Aqueous NaHS03 and EtOAc were 
added, and the mixture was stirred for 5 min. The 
aqueous phase was separated and extracted with EtOAc , 
and the combined organic extracts were washed 
successively with aqueous NaHC03, H2O and saturated 

35 aqueous NaCI and dried. The solvent was removed in 
vacuo, and the residue was purified by flash 



20 
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chromatography on silica gel to afford the title 
compound (110 mg, 85%). 

e) Ethyl U BSXz3lzJL&z£=^^ } -1- 

5 lLVldroxv-1- N-methoxyphenyl) indent- afc&. TO dry 
magnesium turnings (119 mg, 4*9 mmol) under an argon 
atmosphere was added, portionwise, a solution of p» 
bromoanisole (0.61 ml, 4,9 mmol) in 9 ; 1 Et 2 0/ THF (10 
ml). The resulting p-methoxyphenyl magnesium bromide 

10 solution was added to a solution' of ethyl 3-{4-t- 
butyldimethylsiloxyphenyl)*l-o3coindene-2-carboxylate 
{1,00 g, 2*5 mmol) in Et 2 0 (60 ml) under an argon 
atmosphere at 0°C. The resulting mixture was allowed to 
warm to room temperature and was stirred for 5 min. The 

IS mixture was partitioned between 3M HC1 and EtOAc* The 
organic extract was washed successively with H 2 0, 
aqueous NaHCOs, H^O and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo to provide the 
title compound (1*47 g) which was used without further 
20 purification* 

f) Ethyl fRS) -1- f 4-t-ftffiylfli«thyl rsi loayphenyl I "3- H~ 
ffiftthPKypftenyl) intienft-Z-carhttxy! afca* To a solution of 
ethyl (IRS) -3- {4~tH>utyldimethylsiloxyphenyl) -1-hydroxy- 

25 l-(4-methoxyphenyl)indene-2*carboxylate (2.5 mmol, 

prepared above) % in CH2CI2 (10 ml) at 0*C under an argon 
atmosphere was added triethylsl lane (0.48 ml, 3.0 mmol), 
followed by boron trifluoride etherate (1*8 ml, 14,6 
mmol) * The reaction mixture was allowed to warm to room 

30 temperature and stirred for 10 min, at which time was 
added slowly 3M HC1. The mixture was extracted with 
EtOAc* The organic extract was washed successively with 
H2O, aqueous NaHCOs, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo, and the 

35 residue was purified by flash chromatography on silica 
gel, eluting with 15% Et^O/ hexanes to provide the title 
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compound as a mixture of Al and A2 double bond isomers 
(820 mg, 67% for two steps) . 

g) Bttol .{IRS,^2SR^2SRh-XrJA^ButyIdiir,gthyi" 

5 Riloxyph^nyl)-^^ ^-methQ^yphe^yi^ indane^-carboxylate. 
To a solution of ethyl (RS) -3- (4-t-butyldimethylsiloxy~ 
phenyl) -1- (4-methoxyphenyl) indene-2-carboxylate {mixture 
of Al and A2 double bond isomers) (750 mg, 1,5 mmol) in 
EtOK (25 ml) vas added 5% palladium on activated carbon 
10 . (70 mg) . The resulting suspension was stirred under an 
atmosphere of H2 for 18 h, then was filtered through a 
pad of Celite. The filtrate was concentrated under 
reduced pressure to afford the title compound (730 rag, 
97%), which was used without further purif ication. 

15 

h) Ethvl (1RS.2RS, 3SR)-lr- { 4-Hyrtroxyphfrnyl (4- 

methoxyphenyl ) indane-2-carbpaylate > To a solution of 
ethyl (IRS, 2SR, 3SR)-1- <4-t-butyldimethylsiloxyphenyl) -3- 
{4~methoxyphenyl)indane~2*-carboxylate (723 mg, 1*4 mmol) 

20 in EtOH (20 ml) was added 1M NaOH (1.6 ml; 1.6 mmol), 
and the resulting mixture was stirred at room 
temperature for 30 min* The mixture was then 
partitioned between 3M HC1 and EtOAc. The aqueous phase 
was extracted with EtOAc, and the combined organic 

25 extracts were washed successively with H2O and saturated 

aqueous NaCl and dried* The solvent was removed in 
vacuo to afford the title compound (554 mg, 100%) . 

i) Eth yl . t <c1 e. cis) -1. 3-M (4-methoxvphenyI )i ndan<»-2- 

30 rrarhoxvlate . To a solution of ethyl (1RS,2RS, 3SR)-1- (4- 
hydroxyphenyi) -3- (4-methoxyphenyl) indane~2~carboxylate 
(270 mg, 0,7 mmol) in acetonitrile (5 ml) at 0*C was 
•added 1, 8-diazabicyclo t 5.4*0) undec~7-ene (0.25ml, 1.7 
mmol), followed by methyl iodide (0>5 ml, 8.0 mmol). 

35 The resulting mixture was allowed to warm to room 

..temperature and was stirred overnight, The mixture was 



9308799A5„1„> 



WO 93/08799 



PCT/US92/09427 



partitioned between EtOAc and dilute aqueous HC1. The 
organic extract was washed with saturated aqueous NaCI 
and dried* The solvent was removed in vacuo, and the 
residue was purified by flash chromatography to afford 
5 the title conjpound (40 mg, 32% based on recovered 
starting material} . 

j) Itrans, trans) =1 , 3-Pi (ihmftthgKyghffnyl) inflane-2- 
carboxylic acid* To a solution of ethyl (cis, cis) -1,3- 

10 di(4-methoxyphenyl)indane*'2-carbbxylate (35 mg, 0.09 
mmol) in BtOH (3 ml) was added 1M flfaOH {0*25 ml, 0,25 
roraol) , and the resulting mixture was allowed to stir at 
room temperature overnight. Thin layer chromatographic 
analysis at this time indicated that the reaction was 

15 incomplete, so SM NaOH (0.15 ml r 0.75 mmol) was added, 
and the mixture was allowed to stand at 0*C for 5 days* 
Water was added, and the mixture was concentrated under 
reduced pressure* The aqueous residue was extracted 
with EtzO (2x), and the Et20 extracts were discarded. 

20 The aqueous phase was acidified with 6M HC1 and 

extracted several times with EtOAc* The combined EtOAc 
extracts were washed successively with H2O and saturated 

aqueous NaCl and dried. The solvent was removed in 
vacuo to provide an oily residue which crystallized upon 
25 standing. The solid material was recrystallized from 
EtOAc/ hexanes to afford the title compound (19 mg, 
59%); m.p. 192 - X93 P C. 

1 H nmr (acetone~d6) f 8 7,25 (dd, 4R, J ~ 6.6 Hz, 2.1 
Hz); 7.21 - 7*18 (m, 2H); 6.92 {dd, 4H, J= 6*6 Hz, 
30 2.1 Hz); 6.86 - 6.83 (m r 2H) ; 4.59 (d, 2H, J - 10 Hz); 
3.79 (s, 6K); 3.26 (t, IK, J = 10 Hz) . MS : 392 
[(M+NH4)*]. 

' Anal . Calc. for C24H22O4 : C, 76.99; H, 5.92. 
Found C, 76.74; H 6.15. 
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EXAMPLE 3 

■flRSr 2SK, 3SR) -1- f4-Mftthoxyyhftnyl ) -3- (3, &z 
mat&yJLaa&d^^ c,„ acid 

^ a} 2r...(.3...4":Methy2enediQxyben7,oyl ) bf>mgi q pqjfi . To a 
solution of . 2Ht>romobensoic acid (12 g, 0.06 mol) in THF 
(2Q0 ml) at -100 Q C under an argon atmosphere was added . 
dropwise iHbutyl lithium (50 ml of 2.5M solution in 
hexanes, 0,125. mol), maintaining the temperature below - 

10 90°C* Upon completion of the addition, the resulting 
solution was stirred at ~100*C for 1 h, at which time 
was added slowly a solution of piperonylic acid chloride 
(11 g, 0.06 mol) in THF {50 ml), maintaining the 
temperature below -90*C. The resulting mixture was 

15 allowed to warm to -80"C and stirred for 1 h, then was 
allowed to slowly warm to room temperature and left to 
stand for 48 h* The reaction mixture was concentrated 
under reduced pressure, and the residue was partitioned 
between Et^O and 1M HC1. The organic phase was 

20 extracted with 10% aqueous NaOH* The NaOH extract was 
acidified with concentrated HC1, and the combined 
aqueous material was extracted with Bt20. The Et20 
extract was dried (MgS04) and concentrated under reduced 
pressure* The residue was purified by flash 

25 chromatography on silica gel r eluting with a solvent 

gradient of 10 t 30% EtOAc/ 0*1% HOAc/hexanes to afford 
the title compound as an off-white solid {4,5 g, 28%)* 

b) Diethyl 2- (2- f3,4'Methvlffinediojgyben2oyHbenzoy3* 
30 maJLaaatfi* A solution of 2- (3,4-methylenedioxybenzoyl) - 
benzoic acid (4*0 g, 14,8 mmol) in thionyl chloride (30 
ml) was heated at reflux for 2 h, then allowed to cool 
and was concentrated under reduced pressure. The 
residue was dissolved in Bt20 (50 ml) and to this was 
35 added a solution of diethyl magnesium malonate [prepared 
by the method of Walker and Hauser, JACS, 68, 1386 
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(1946) using magnesium CO. 8 g, 33.3 mmol) and diethyl 
malonate (4*9 g, 30.6 mmol) J in Et20* The resulting 

mixture was heated at reflux for 1 h, then allowed to 
cool and was poured into Ice-cold 10% aqueous H2SQ4 (100 
5 ml). The aqueous phase was extracted with Bt20 f and the 
combined organic material was washed with saturated 
aqueous HaCl and dried. The solvent was removed under 
reduced pressure to afford the title compound as an 
orange oil, which was used without further purification. 

10 

c) Ethyl 3- f 3 f 4-Methylenedio?gyphenyl),-^ r ^Q^fle^r2^ 

.C3J±.pxylats. A solution containing diethyl 2- [2- (3,4- 
methylenedioxybenzoyDbenzoylmalonate (crude material 
prepared above) in 5% aqueous Na2C03 (100 ml) was heated 

15 at reflux for 10 min. The reaction mixture was then 

allowed to cool, and the aqueous material was removed by 
decantation. The residue was placed in H2O (50 ml), and 

the mixture was heated at reflux, cooled and concentrat- 
ed under reduced pressure. The residue was 
20 recrystallized from hexanes to afford the title compound 
as a yellow solid {5.0 g, 100% for two steps), 

d) Ethyl C1BSJ -I~Hydroxyr:l- f4-methoxyphenyl) -3- (3« 4r 
rD^tol^nsdiQ^yphfia^lIindene-Zrcarbp^yl^^ A solution 

25 of 4-bromoanisole (0.89 g, 5.0 mmol) in 9 : 1 Et20/ THF 

(10 ml) was add^d to magnesium turnings (0.105 g, 5.0 
mmol), and the resulting mixture was allowed to stir for 
30 min. The resultant 4-methoxyphenyl magnesium bromide 
was added dropwise to a solution of ethyl 3- (3, 4- 

30 methylenedioxyphenyl)-l-oxoindene-2-carboxyiate (0.77 g, 
2.4 mmol) in 10 : 1 Et20/ THF (55 ml) at 0°C* The 
resulting mixture was stirred at 0 e C for 1 h and was 
then partitioned between EtOAc and 1M HC1. The aqueous 
phase was extracted with EtOAc, and the combined organic 

35 extracts were washed successively with 5% aqueous NaHC03 
and saturated aqueous NaCl and dried <MgS04) . The 
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solvent was removed under reduced pressure, and the 
residue was purified by flash chromatography on silica 
gel, eluting with 10* EtOAc/ hexanes to afford the title 
compound as a yellow glassy solid {0.80 g, 60%). 

5 

*> Ethy l fRS)-T-M-Mftr hayvphenviwvn .^in^hyi^- 
<ttQ«YBhftnyl)indftnft-?--car l >offy1 n tfi « To a solution of 
ethyl (IRS) -l-hydroxy-l~ (4-methoxyphenyl) -3- (3, 4- 
methylenedioxyphenyl)-indene-2-carboxylate {0 JO g, 1,9 
10 mmol) in CH2C1 2 (10 ml) at 0*C under an argon atmosphere 

was added triethylsilane (0.28 g, 2.4 mmol) , followed by 
boron tri fluoride etherate (1 ml, 8.1 mmol). The 
resulting solution was stirred at 0*C for 10 min, and 
was then partitioned between EtOAc and 3M HC1. The 

15 organic extract was washed with saturated aqueous NaCl 
and dried (MgS0 4 ) . The solvent was removed in vacuo, 
and the residue was filtered through a pad of silica 
gel, eluting with CH Z C1 2 , The title compound (mixture 
of Al and A2 double bond isomers) was obtained as a 

20 glassy, yellow solid (0.72 g, 94%), 

methvlftnedioxvph^nvn inri»n f -% carhfl«yi at£ To a 
solutipn of ethyl (KS) -1- (4-methoxyphenyl) -3- (3, 4- 

25 methylenedioxyphenyl)~indene-2-carboxylate (0.72 g, 1.7 
mmol) in EtOH (?0 ml) was added 10% palladium on 
activated carbon (1 g) . The resulting suspension was 
stirred under an atmosphere of H 2 for 56. h and filtered. 
The filtrate was concentrated under reduced pressure to 

30 afford the title compound as a yellow solid (0.70 g, 
95%), which was used without further purification. 

9) f IKS * 2 SR. 3SR) -1- <4-Mte*ho»vp h» n vl 1 sjfc t&Jkz 
mtthvlmftrtioxvphenvl > indane~?~carbn* y i in. To a 

35 solution of ethyl (1RS,2RS,3SR)-1- (4-methoxyphenyl) -3- 
{3,4-methylenedioxyphenylUndane-2-carboxylate {0.10 g, 
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0.2 mmol) in EtOR (5 ml} was added a solution of sodium 
hydroxide (0.10 g r 2.5 mmol) in H2O (2 ml). The 
resulting mixture was stirred at room temperature 
overnight. The mixture was acidified, and the solid 
5 which formed was collected by filtration and dried under 
reduced pressure to afford the title compound as a tan 
solid (0*04 g, 86%) , 

*H NMR (CDCI3) : 6 7.25 <m, 5H) ; 6.90 (m, 4H) ; 6.77 
<d, 2H, <T= 7 Hz); 5.95 (m, 2H>; 4.61 (d, 2H, J - 10 
10 Hz); 3.81 {s, 3E) ; 3.25 <t, 2H,' *7 - 10 Hz). M£ : 387 

anal, caic. for c 2 4K2oo 5 -V s n 2 o : c, 73.79; h, 5.22. 

Found C, 76.73; H 5.21. 

SXAMFLE4 

!5 jCIBSu 2SR r 3SR)"l-f4-nuQrQphenyli=3^f3^ 

methylenedioxyphCTyl) indanera^carboxylic acid 

a) Ethyl UBJ5U db f 4-nugrophenyl) ~l~hydgpxy^ar f 3, 4- 

mefchylenedioxypheriyl) indgne~2~earft«*£y;i jafaft . To a 

20 solution of ethyl 3- (3, 4~methylenedioxyphenyl)-l- 

oxoindene-2-carboxylate (100 mg r 0.31 mmol) in THF (5 
ml) under an argon atmosphere at 0°C was added a 
solution of freshly prepared 4-fluorophenyl magnesium 
bromide (0.62 mmol) . After stirring for 45 min, the 

25 mixture was partitioned between 3M HC1 and EtOAc. The 
organic extract , was washed successively with H20, 5% 
aqueous NaHCOs and saturated aqueous NaCl.. The solvent 
was removed in vacuo, _ and the residue was purified by 
flash chromatography, eluting with 15% EtOAc/ hexanes to 

30 afford the title compound (45 mg, 35%) . 

b) Kthy3 , (BSIzJLs f 4-Fluprrohmyll -3*- f 3, 4-mgthylgnez 

dioxypheny 1 1 imtene-S-carboxvl ate . To a solution of 
ethyl (IRS ) -1- (4-f luorophenyl) ~l~hydroxy-3- (3,4- 
35 methylenedioxyphenyl}indene-2-carboxylate (45 mg, 0.11 
mmol) in CH2CI2 (3 ml) at 0*C was added triethylsilane 
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(38 \ll f 0,24 mmol), followed, by boron trifluoride 
etherate (121 0*98 mmol) , The reaction mixture was 
allowed to warm to room temperature and stirred for 15 
min, at which time was added slowly 3M HC1, The mixture 
5 was extracted with EtOAc* The organic extract was 
washed successively with H2O, 5% aqueous NaHCOa and 

saturated aqueous NaCl* The solvent was removed in 
vacuo to provide the title compound (40 mg, 90%) as a 
mixture of Al and A2 double bond isomers. 

10 

O E thvl HRS. 2RS. 3SR1-1- f4-F3norophenyH z&z OL SLz 
3Pfithvlenediflxaphenvl)indanft"2-earboxyiat-», To a 
solution of ethyl (RS) -1- (4~fluorophenyl) -3- (3, 4- 
methylenedioxyphenylUndene-2-carboxylate. (40 mg, 0.10 

15 mmol) in EtOH {3 ml) was added 10% palladium on 

activated carbon (45 mg) , The resulting suspension was 
stirred under an atmosphere of H 2 overnight, then was 
filtered through a pad of Celite, The filtrate was 
concentrated under reduced pressure to afford the title 

20 . compound (40 rag, 100%) , which was used without further 
purification. 

d> URS, 2SR.„3SR)"l*f4-FmQrophBnyl)-3-f3,4- 
metftylenefliosyphenyl) indane-2~carboKylic acid* To a 

25 solution of ethyl (IRS, 2RS, 3SR) -1- (4-fluorophenyl) -3- 
(3,4 ~me t hy lenedioxypheny 1 ) indane* 2 - carboxy la t e (60 mg , 
0,15 mmol) in EtOH (0.5 ml) was added 6M KOH (0.14 ml, 
0,84 mmol) . The resulting mixture was allowed to stir 
at room temperature overnight, then was concentrated 

30 under reduced pressure* The residue was partitioned 
between H2Q and Et20* The aqueous phase was acidified 
with 3M HC1 and extracted several times with EtOAc, The 
combined EtOAc extracts were washed successively with 
HaO and saturated aqueous NaCi and dried (MgS04) * The 

35 solvent was removed in vacuo to afford an oil, which was 
crystallized from EtOAc/ hexanes. The title compound 
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was obtained as an off-white crystalline solid (22 mg, 
39%}; m.p. 146 > 149*C. 

Jj pnaS (CDC1 3 ) : S 7.23 (m, 4E) ; 6.d6 <m, 1H) ; 6.90 
(m, IB); 6.79 (s, 2H) ; 6,75 fs, 1H)/ 5.96 <m, 2H); 
5 4.62 (apparent tor t, 2E, J B 10 Hz); 3.25 (t, 1H, J 
10 Hz) . 

MS m/e (rel. int.) : 753 U2M+D+, 3]. 

final* Calcd. for C23H27FO4! C, 73.40; H, 4.55. 

Founds C, 73.19; H, 4.45. 
10 EXAMPLE 5' 

URS, 25R - ^5RWl-n^1:hoxvg>hftyiv1>-3-(3,4- 

methylenftdipxyphenyl) indane-2-ftarbQxylic acid 

a) Ethyl f IBS) - I -Hydroxy- 1- f z3zlLLJLi 
15 metihylenetii oxypheny 1 ) indene-2-carbPKylafca « To a 

solution of ethyl 3- (3, 4-methylenedioxyphehyl) -1* 
oxoindene-2-carboxylate (100 mg, 0,31 mmol) in THF {2 
ml) under an argori atmosphere at 0*C was added a 
solution of freshly prepared 3~methoxyphenyl magnesium 

20 bromide (0.31 mmol). After stirring for 15 min, 

additional 3-methoxyphenyl magnesium bromide (0.06 mmol) 
was added. Stirring was continued for 45 min, at which 
time thin layer chromatographic analysis indicated that 
the reaction was incomplete • Additional 3-methoxy- 

25 phenyl magnesium bromide (0.12 mmol) was added. After 
stirring for 2 h more, the mixture was partitioned 
between 3M RC1 and EtOAc. The organic extract was 
washed successively with H2O, 5% aqueous NaHC03, H2O and 
saturated aqueous tfaCi. The solvent was removed in 

30 vacuo, and the residue was purified by flash 

chromatography, eluting with 15% KtOAc/ hexanes to 
afford the title compound (150 mg, 100%) . 

b) ^hyi ( irsi -1- n-Methoxvphenvl lz2z (3, 4-methvl- 

35 ^xyp h^yl \ A ndene~2«~carboxvlatfi . To a solution of 

ethyl (IRS) -1-hydroxy-l- (3-methoxyphenyl) -3* (3,4- 
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methylenedioxyphenyl)--indene-2-carboxylate (150 mg, 0.35 
ramol) in CH2C12 was added triethylsilane {67 pi, 0,42 
mmol}, followed by boron trifluoride etherate (213 
1.73 mmol) . The reaction mixture was allowed to stir 
5 for 30 min, at which time was added slowly 5% aqueous 
HC1. The mixture was extracted with EtOAc „ The organic 
extract was washed successively with H2O, 5% aqueous 
NaKC03, H2O and saturated aqueous NaCl and dried 
(MgSO<i) . The solvent was removed In vacuo, and the 
10 residue was purified by flash chromatography, eluting 
with 10% EtOAc/ hexanes to provide the title compound 
(45 mg, 31%) as a mixture of Al and A2 double bond 
isomers . 

15 C) Bthvl fRS, 2RS, 3SRWl^f^M^hQyyphAny1^^f^ r 4- 

methYlenftriio«yphml)indane-2-carbQyyif3tft. To a 

solution of ethyl (RS) -1* <3~methoxyphenyl)-3~ (3, 4~ 
methylenedioxyphenyi)indene~2~carboxylate {45 mg r 0.11 
mmol) in EtOH (3 ml) was added 10% palladium on 

20 activated carbon (45 mg) . The resulting suspension was 
shaken on a Parr hydrogenator at 50 psi H2 overnight, 
then was filtered through a pad of Celite* The filtrate 
was concentrated under reduced pressure to afford the 
title compound {43 mg, 94%), which was used without 

25 further purification. 

d) (IRS. 2SR. 3SRV-l-<3-M e t:hoxvDh e nvl^3>n r 4^ 

methylgnedioxyphenyl)indane-2-M^ To a 

solution of ethyl {IRS, 2KS, 3SR)-lH3-methoxyphenyl)-3- 

30 (3,4-methylenedioxyphenyl) indane-2 -carboxylase (43 mg, 
0*10 mmol) in EtOH {1 ml) was added 6M KOH (0*10 mL, 
0.60 mmol)* The resulting mixture was allowed to stir 
at room temperature overnight, then was partitioned 
between H2O and Et^O. The aqueous phase was acidified 

35 with 3M HC1 and extracted several times with EtOAc. The 
combined EtOAc extracts were washed successively with 
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K 2 0 and saturated aqueous NaCl and dried (MgS04) . The 

solvent was removed In vacuo to afford an oil, which was 
crystallized from Et20/ hexanes. The title compound was 

obtained as a solid; m.p. 131 - 133 e C, 
5 *H WR (CDC1 3 ) % 5 7*21 (m, 3H) ; 6.97 - 6,73 (m, 8H) ; 
5.95 (m, 2H); 4*61 (apparent br t, 2H, J 9 Hz); 3.67 
(s, 3H); 3.30 (t, 1H, J= 9 Hz). 
M£ m/e (rel. int.) : 777 [(2M+1) + , . 65] . 
&aal» Calcd. for C24H20O5* C, 74,21; H r 5.19. 
10 Found: C, 74.71; H, 5.47. 

(IRS, 3ESJjiLi 3,7BirMf.3f 4^t;hylengdioj;»ptens:ll,r 
indane-2~cart>flxylic; acid 

15 a > Ethyl f IRS) -1 f 3~di - f 3 r 4 -methyl eneflioxyphftnyl t £Li 
hydroxy lndeai&r2TCarbo«ylat<5* To dry magnesium turnings 
(0.25 g, 10 mmol) under an argon atmosphere was added a 
solution of 4~bromo~l,2-methylenedioxybenzene (2.1 g, 10 
mmol) in 1 : 10 THF/ Et 2 0 (22 ml). The resulting 

20 solution was allowed to stir at room temperature for 2 
h. During this time, additional THF (4 ml) was added. 
The resulting 3,4-methylenedioxyphenylmagnesium bromide 
was added to a solution of ethyl 3- (3,4~methylenedioxy- 
phenyl)~l-oxoindene-2-carboxylate (0.50 g, 2 mmol) in 

25 1:4 THF/ EtaO (25 ml) under an argon atmosphere at 

0*C. The resulting mixture was stirred at 0°C for 15 
min, at which time 1M HC1 (50 ml) was added. The phases 
were separated and the aqueous phase was extracted with 
Et20. The combined organic extracts were washed with 
30 saturated aqueous NaCl and dried (MgS04) . The solvent 
was removed in vacuo, and the residue was purified by 
flash chromatography, eluting with 10% BtOAc/ hexanes to 
afford the title compound as a yellow solid (0.29 g, 
42%) . 



BNSOOCfO. *W0 B30870flA*j_> 



WO 93/08799 



FCT/US92/09427 



b) Bthyl fR3)-l, ZzSiz LI* indene- 

2,-uaxb.Q^yla,t,e > To a solution of ethyl (lRS)-l,3-di~ 
(3 f 4-methylenedioxyphenyl) ~l-hydroxyindene~2-"-carboxylate 

5 (0*29 g, 0.65 nunol) in CH2CI2 (3 ml) at Q*C under an 
argon atmosphere was added triethylsiiane {91 mg, 0.78 
mmol), followed by boron trifluoride etherate (0*3 ml, 
2.4 mmol) . The reaction mixture was stirred for 10 min, 
at which time was added ice-cold 1M HC1, and the mixture 

10 w#s extracted with EtOAc • The organic extract was 
washed with saturated aqueous NaCl and dried (MgSO*) . 

The solvent was removed in vacuo, and the residue was 
placed on a small pad of silica gel, eluting with CH2CI2 

to provide the title compound (257 mg, 92%) ■ 

15 

c) fithyl f!RS^3BSJ.jil^ l 3-'gi-f3>4--methylenedio«y- 
Phenyl) Intianft-Z-carboxyilfltp. Ethyl (RS)~i,3-di-{3,4~ 
Methylenedioxyphenyl)indene~2~carboxylate (163 mg, 0.38 
mmol) was placed in MeOH (0.05 ml), and to this was 

20 added Smlz {10 ml of 0.1M solution in TEF, 1.0 mmol)* 
The resulting mixture was stirred under an argon 
atmosphere overnight, at which time thin layer 
chromatographic analysis indicated that the reaction was 
incomplete. Additional Sml2 (5mi of 0.1M solution in 

25 THF, 0,5 mmol) was added, and stirring was continued for 
2 h« The reaction mixture was partitioned between Et^O 
and 5% aqueous 8328203. The organic extract was washed 
with saturated aqueous NaCl and dried (Mg$e>4> , The 
solvent was removed under reduced pressure, and the 

30 residue was purified by flash chromatography, eluting 
with 10% EtOAc/ hexanes to afford the title compound as 
a colorless, glassy solid {120 mg, 75%) „ 

d) tlftSU 3RS * zl t 3-Di- (3 , A-methylenediogyphenyl) indan<>- 

35 g~carbOKyUc,acid. To a solution of ethyl (Irs, 3RS) ~ 
1, 3-di~ (3, 4-methylenedioxyphenyl) indane-2-carboxylate 
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(75 mg, 0,.17 mmol) in BtOK (20 ml) was added NaOS (0.10 
g, 2.5 ramol) * The resulting mixture was allowed to stir 
at room tera&erature for 3 d f at which time thin layer 
chromatographic analysis indicated that the reaction was 
5 incomplete. The mixture was then heated at reflux for 
36 h r allowed to cool and was concentrated under reduced 
pressure. To the residue was added concentrated HC1, 
and the solid which formed was collected by filtration 
and dried. The solid was triturated with boiling 
10 hexanes to afford the title compound as a white solid 
(50 mg, 73%); m.p. 182 - 185*C. 

3jg NMR (CDCI3) : 8 7.25 {m f 2H) ; 7.15 (m, 1H) ; 7.00 
(m, IK); 6.76 (s, 2H) ; 6.68 (m, 2H) ; 6.50 (dd, IB, 
8, 1 Hz); 6.40 (d f IK, J = 2 Hz) ; 5.94 <s, 2H) ; 
15 5.90 (d, 1H, J** 1 Hz); 5.87 <d, 1H, 1 Hz); 4.84 
(d, 1H, J» 10 Hz); 4.78 (d, 1H, J * 10 Hz); 3*63 (dd, 
1H, J - 10 Hz, 9 Hz) . 
MS : 402 (M>+. 

Anal . Calcd. for C24His0fi*l/5 H2O: C, 71.00; H, 4.52. 
20 Found: C, 71.13; H, 4.46. 

rtrans. trans} zl* 3dBls 4-methvlenedioxvphenvl) indane- 
Zrcarboxylic acid 

25 a) gfchyl teis. GigWl,3-Di-f3,4-methvlenedioxvDhenvl)- 
inrfair»^2->carboxylate. To a solution of ethyl (KS)-1,3- 
di- (3, 4-methylenedioxyphenyl J indene-2-carboxylate ( 93 
mg, 0.22 mmol) in EtOH (2 ml) was added 10% palladium on 
activated carbon (0.10 g) . The resulting suspension was 

30 shaken on a Parr hydrogenator at 55 psi H2 for 2 d, then 
was filtered through a pad of Celite. The filtrate was 
concentrated under reduced pressure to afford the title 
compound (45 mg, 48%) as a glassy, yellow solid r which 
was used without further purification. 
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-37- 

b) ftrans, trans) -1, 3*1)1- 13. 4-mPt:hylenedi^yp^^ny^ g 

indans-2-cai:bnxy1 1 s ani . To a solution of ethyl (cis, 
Cis j -X, 3-di- (3, 4-methylenedioxyphenyl) indane~2~ 
carboxylate (45 mg, 0,1 mmol) in 2 : 1 EtOH/ H2O (15 mi) 
5 was added sodium hydroxide {50 mg f 1.2 mmol). The 
resulting solution was allowed to stir at room 
temperature overnight, then was concentrated under 
reduced pressure . The residue was treated with 
concentrated HC1, and the solid which formed was 
10 collected by filtration and dried. The solid was 

recrystallized from Et^O/ hexanes to afford the title 

compound as a light tan solid (12 mg, 30%); m.p. 188 - 
191 *C. 4 

EXflMPLE 8 

Pftenvlinriane-2-rarhn* V 3jr j»rHrt 

. ' a > Ethyl nRSl-l-Hvrtrnxv-1- (3, 4^thvi *n»di ™ YV h<** Y i * z 
arphRnylindene-Z^carboxy l ate . To a solution of ethyl 1- 

20 oxo~3-phenylindene-2-carboxylate (1.0 g, 3.6 mmol) in 
THF (35 ml) under an argon atmosphere at 0*C was added a 
solution of freshly prepared 3, 4~methylenedioxyphenyl 
magnesium bromide (5.4 mmol} . After stirring for 30 
min, the mixture was partitioned between 3M HC1 and 

25 EtOAc. The organic extract was washed successively with 
H2O, 5% aqueous NaHCO^ and saturated aqueous NaCl and 
dried (MgS04> . The solvent was removed in vacuo, and 
the residue was purified by flash chromatography, 
eluting with 10% EtOAc/ hexanes to afford the title 

30 compound (1.03 g, 72%), 

b) EthVl (RE)-!- f3,4"!^thvlftnftdlQxyphen y n-^pf| f » r iy|- 

iadsnte2zcarboxy I. ate . To a solution of ethyl (iRs)-i- 
hydroxy-l- (3, 4-methylenedioxyphenyl) -3~phenylindene~2- 
35 carboxylate (1*03 g, 2.58 mmol) in CHjCls (40 mL) was 
added triethylsilane (0.49 ml, 3.07 mmol), followed by 
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boron trifluoride etherate (1,55 ml, 12.6 mmol) . The 
reaction mixture was allowed to stir for 15 min, at 
which time was added slowly 3M HCl* The mixture was 
extracted with EtOAc- The organic extract was washed 
5 successively with H^O, 5% aqueous NaHC03 and saturated 
aqueous NaCl. The solvent was removed In vacuo to 
provide the title compound (1,00 g # 100%) as a mixture 
of Al and A2 double bond isomers* 

10 c) Ethyl fiR3r..,.23R, 3SR)'l*f3r4*MM;TiylmeaiQ?ffphenylL? 

3 -Phenyl inriane-?«-c*rhaxyl afri* . To a solution of ethyl 
(RS) -1- (3, 4-methylenedioxyphenyl) -3-phenylindene-2- 
carboxylate (1.00 g, 2.60 mmol) in BtOH (25 ml) was 
added 10% palladium on activated carbon (30 mg) ♦ The 

15 resulting suspension was stirred under an atmosphere of 
fi2 overnight. Thin layer chromatographic analysis 
indicated that the reaction was incomplete, so 
additional 10% palladium on activated carbon (30 mg) was 
added, and the mixture was shaken on a Parr hydrogenator 

20 at 30 psi Ez for 2 d. At this time, thin layer 
chromatographic analysis again indicated that, the 
reaction was incomplete. The reaction mixture was 
filtered through a pad of Celite, and 10% palladium on 
activated carbon (250 mg) was added* The reaction 

25 mixture was shaken on a Parr hydrogenator at 60 psi Hfe 

overnight. Filtration and repetition of the latter 
hydrogenation conditions led to complete consumption of 
starting material. The reaction mixture was filtered 
through a pad of Celite, and the filtrate was 
30 concentrated under reduced pressure to afford the title 
compound (650 mg, 65%), which was used without further 
purification, 

d) UBS, 2R5, 35R)-l-f3r4-MgtftylenetiiQgypliwiyl)T3T 
35 ptiftnyl.l.ndang-2-carbOKyXic acid* To a solution of ethyl 
(IRS, 2SR, 3SK)~lM3,4~raethylenedioxyphenyl)-3- 
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phenylindane-2-carboxylate (650 mg, 1,68 mmol) in BtOH 
containing a few drops of THF was added 6M KOH (1*68 ml, 
10.1 mmol). The resulting mixture was allowed to stir 
at room temperature overnight, then was concentrated 

' 5 under reduced pressure. The residue was partitioned 
between H 2 0 and BtaO. The aqueous phase was acidified 
with 3M HC1 and extracted several times with EtOAc . The. 
contained EtOAc extracts were washed successively with 
H2O and saturated aqueous NaCi and dried (MgSQ*) „ The 

10 solvent was removed In vacuo to afford an oil, which was 
crystallized from EtOAc/ hexanes. The title compound 
was obtained as a solid (305 mg, 51%); m.p. 186 - 187 °C. 
Aaal, Calcd* for C23H18O4: C, 77.08; H, 5*06. 
Found: C, 76*60; H, 5,08. 

15 EXAMPLE, .9 

(IRS, 2SR, 3SR)-1- r^Methoxwhfrnyl Li3=JLLJlz 

a nethvlftnftrtioxvphenv] > =2= IX&txaznlzS^ lin da n e 

a) (IRS, 2SR, 35RV-1-U-M^h^yyphA nvl^^n r ii^ 

20 methvlenedioxvuhenvl) lndanfi~2~carbox*mirte . a mixture of 
(IRS, 25R, 3SR)«l-(4-methoxyphenyl)-3-(3 f 4-methylene- 
dioxyphenyl)indane~2~carboxylic acid (250 mg, 0*64 mmol) 
in SOCI2 (2*5 ml) was allowed to stir overnight under an 
argon atmosphere- The reaction mixture was concentrated 

25 under reduced pressure, and the residue was dissolved in 
benzene (5 ml) . To the resulting mixture under an argon 
atmosphere was added concentrated NK4OH (5 ml) . The 
solid which formed wa?> collected by filtration, washed 
with H2O and dried in vacuo to afford the title compound 

30 (185 mg, 75%) . 

b) (IRS, 2SR, 3SR)-l-(4-MethoxvphenvT^3-n.4^t;t]y1- 
eneflioxypheny I ) indane-2-carbftni r.ri 1 s « To ice-cold dmf 
(1 ml) under an argon atmosphere was added. oxalyl 

35 chloride (68}li, 0.78mmol). After stirring for 5 min at 
Q°C, a solution of (IRS, 2SR, 3SR)*l-(4-methoxyphenyl)- 
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3~ (3 , 4-methylenedioxyphenyl) indane~2'-carboxamide (150 
mg, 0*39 mmol) in DMF (2 ml) was added, and stirring was 
continued for an additional 10 min at 0°C* The reaction 
mixture was partitioned between EtOAc and 3M HC1. The 
5 aqueous phase was extracted with EtOAc, and the combined 
organic extracts were washed successively with H2O, 
aqueous NaHC03, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in .vacuo to afford the 
title compound as a white solid {135 mg, 94%) which was 
10 used without further purification, 

ntethylenedioKyphenyl) -2- ftetrmpl-.Wil ) intianft. To thf 
(2.5 ml) at -78 °C under an argon atmosphere was added 

15 aluminum chloride (90 mg, 0.67 mmol). After slowly 
warming to room temperature, sodium azide (130 mg, 2.2 
mmol) was added, and the resulting mixture was heated at 
70*0 for 5 min, then cooled to room temperature. To the 
reaction mixture was added a solution of (IRS, 2SR, 

20 3SR) -1- (4 -raethoxypheny 1 ) ~ 3~ (3 , 4 -met hy lenedioxypheny 1 ) - 
indane~2~carbonitrile (125 mg, 0.34 mmol) in THF (2*5 
ml) . After heating at 70*C overnight, thin layer 
chromatographic analysis of the reaction mixture 
indicated the presence of starting material, so 

25 additional Al(N3)a was prepared as above {1.34 mmol) in 

THF. To this was added the reaction mixture, and 
heating at 70°C was resumed for an additional 5 h. The 
mixture was partitioned between EtOAc and 3M HC1. The 
aqueous phase was extracted with EtOAc, and the combined 

30 organic extracts were washed successively with H2O and 
saturated aqueous NaCl and dried. The solvent was 
removed in vacuo, and the residue was crystallized from 
EtOAc/ hexanes to afford the title compound (78 mg, 
55%) . A portion of this material was further purified 

35 by MPLC (LiChroprep RP-18, MeOH/H2O=60/40) and then 
recrystallized; m.p. 155 - 157°C (EtOAc/ hexanes) . 
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1 fUSMB (CDCJ3) : 5 7.28 - 7.15 <m, 4R) ; 7.03 - 6.95 
(m, 2H); 6.87 - 6.84 (m, 2H) ; 6.74 (s, 3H) ; 5.94 
<d, IB,. J= 1.2 Hz); 5.92 (d, 1H, J= 1.2 Hz); 4.79 
(d, IB, J * 11.6 Hz); 4.73 {d, 1H, J = 11.6 Hz); 3.79 
5 (S, 3H); 3.65 <t, 1H, J= 11.6 Hz). MS (m/e) : 413.2 
I(M+H)+]. 

EXAMPLE 10 

,(1RS. ERR. 3RSt-W2-MPthnxvp h»n y n.-ws r J- 

10 

a) Ethyl OSS) -I-Hvrirnxv-l- ttaaethflgypheayj I =2= tl*iz 
a ethv l flnpflinttvnripnvl ) indenp-P-rarhnifYl atg To dry 
magnesium turnings (81 mg, 3.4 mmol) under an argon 
atmosphere was added a solution of 2-bromoanisole (0.64 

15 g, 3.4 mmol) in 5 : 1 THF/ Et20 (3 ml). A portion of 
the resulting 2-methoxyphenyl magnesium bromide solution 
(0.45 ml, 0.51 mmol) was added dropwise to a solution of 
ethyl 3- (3, 4-methylenedioxyphenyl) -l-oxoindene-2- 
carboxylate {100 mg, 0.34 mmol) in THF (6 ml) under an 

20 argon atmosphere at O'C. After stirring for 15 min r the 
mixture was partitioned between 3M HC1 and BtOAc. The 
organic extract was washed successively with H 2 0, 5% 
aqueous NaHC0 3 ,_ H 2 0 and saturated aqueous NaCl. The 
solvent was removed in vacuo, and the residue was 

25 purified by flash chromatography, eluting with 15% 
BtOAc/ hexanes to afford the title compound. (100 mg, 
68%). 

b > Bthvl (RS) sir 1 2-Methoxvphftnyl i -S - n . 4-Tn a j-h v i Pnp . 

30 dioxvphenvl) lndane-g-rjirhnxyl gj^ To a solution of 
ethyl (IRS) -1-hydroxy-l- (2-methoxyphenyl) -3- (3, 4- 
methylenedioxyphenyl)indene-2-carboxylate (100 mg, 0.23 
mmol) in CH 2 C1 2 (5 ml) was added triethylsilane (32 mg, 
0.28 mmol), followed by boron trifluoride etherate (0.13 

35 ml, 1.05 mmol). The reaction mixture was allowed to 
warm to room temperature and stirred for 10 min, at 
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which time was added slowly 3M HC1, The mixture was 
extracted with EtOAc, The organic extract was washed 
successively with B2O, 5% aqueous WaHC03/ #20 and 
saturated aqueous NaCl and dried (Mg504) . ?he solvent 
5 was removed In vacvo to provide the title compound (91 
mg, 96%) as a mixture of Al and A2 double bond isomers* 

c) Ethyl fiRs, 2EZL ms)-a*f?"MftthQxvphpnyn"3*f3ite 

mp^hyl^nedi nacyp>iflnvlHT>dlinft-2-rrtrt>oyvlflte > To a 

10 solution of ethyl (RS)-l-(2-methokyphenyl)-3~(3,4- 

methylenedioxyphenyl)indene-2-carboxylate (90 mg, 0*22 
mmol) in BtOH (10 ml) was added 10% palladium on 
activated darbon (90 mg) . The resulting suspension was 
shaken on a Parr hydrogenator at 60 psi H2 overnight, 

15 then was filtered through a pad of Celite- The filtrate 
was concentrated under reduced pressure to afford the 
title confound (90 mg, 100%) , which was used without 
further purification. 

20 d> Q££u ASS*, 3RSl-l-f2*MftthQxvphenvn-3^f3>4= 

^Hyl ^^H ^vyphgnvl \ 4 nHa n<^2~r arhttttvl. ic acid. To a 
solution of ethyl (IRS, 2RS, 3RS)-l-(2-methoxyphenyl)-3- 
(3,4-methylenedioxyphenyl)indane-2-carboxylate (90 mg, 
0,22 mmol) in EtOH (2 ml) containing a few drops of THF 

25 was added 6M KOH (0.22 ml, 1.32 mmol), The resulting 
mixture was allowed to stir at room temperature 
overnight r then was concentrated under reduced pressure. 
The residue was partitioned between H2O and Et20. The 
aqueous phase was acidified with 3M HC1 and extracted 

30 with EtOAc. The EtOAc extract was washed successively 
with H2O and saturated aqueous NaCl and dried (MgSCU) «• 
The solvent was removed in vacuo to afford the title 
compound (40 mg, 49%) • 

x Rjm& (CDCI3) : 6 7.37 - 6.73 (m, UH) ; 5.93 (m, 2H) ; 
35 5.03 (d, 1H, J - 10 Hz); 4.67 (d, 1H, J = 10 Hz); 3.70 
(s, 3H); 3.38 (t, 1H, J - 10 Hz) . 
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EXAMPLE 11 

jigs* ,2aa^JiaBi=^ 

salt: 

5 

a) 3~gftn2ylPKyacetOphenonfi - To a mixture of sodium 
hydride (4*5 g of 80% mineral oil dispersion, 0.15 mol), 
which had been washed free of mineral oil, in DMF (25 
ml) was added, dropwise with cooling, a solution of 3- 

10 hydroxyacetophenone {20.5 g, 0.15 mol) in DMF (25 ml). 
Upon completion of the addition, the mixture was allowed 
to stir at room temperature for 15 min, at which time 
was added benzyl bromide {25. € g, 0.15 mol). The 
resulting mixture was allowed to stir at room 

15 temperature overnight, then was partitioned between 

EtOAc and 3M HC1. The aqueous phase was extracted with 
EtOAc, and the combined organic extracts were washed 
successively with 1M NaOB, H20 and saturated aqueous 
NaCl and dried. The solvent was removed in vacuo to 

20 afford the title compound (33 g f 97%), which was used 
without further purification. 

b) Methyl Zzl ,3rJB.eazylPxy) feenzoy'lacetatfi » To a mixture 

of sodium hydride (28.3 g of 80% mineral oil dispersion, 

25 0.94 mol), which had been washed free of mineral oil, in 
dimethyl carbonate (100 ml) under an argon atmosphere 
was added, over 30 min, a solution of 3-benzyloxy- 
acetophenone (92*3 g, 0.41 mol) in dimethyl carbonate 
(150 ml) . Upon completion of the addition, the mixture 

30 was heated at reflux for 30 min, then was cooled in an 
ice bath and quenched by the slow addition of 3M HC1. 
The mixture was partitioned between EtOAc and 3M HC1, 
and the aqueous phase was extracted with EtOAc* The 
combined organic extracts were washed successively with 

35 H20, aqueous NaHC03, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo to afford the 
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title confound (112*5 g, 97%), 

C) Methyl 2= 1 3-Benzylnxybenzoyl > (3 r ^^t^yl^qdinxy- 
phenyl Vpropanoate . A mixture containing methyl 2-{3~ 
5 benzyloxy)benzoylacetate (75.0 g, 0.26 mo!) , piperonal 
(43-6 g, 0-29 mol), acetic acid (3*6 ml) and piperidine 
(1.2- ml) in benzene (70 ml) was heated at reflux, with 
azeotropic removal of H2O. After heating at reflux for 

4 h, the reaction mixture was concentrated in vacuo, and 
10 the residue was crystallized from EtOH to afford the 
title compound (93*5 g, 85*); m.p, H6 - U8°C. 

d> Methyl f 3RS, 2Sft) -S-Benzyloxy-l- f 3 r 4~methylfined,i.oxy- 
phenyl ) -3-Q2gQindane-2-carbQxyli5te. To trifluoroacetlc 

15 acid (150 ml) at 0 P C under an argon atmosphere was added 
methyl 2- (3-benzyloxybenzeyl) -3- {3, 4-methylene- 
dioxyphenyljpropenoate (80.0 g, 0.19 mol). The mixture 
was allowed to warm to room temperature and stirred for 
30 min, at which time the mixture was concentrated under 

20 reduced pressure. The residue was dissolved in EtOAc 
and washed successively with aqueous NaHC03, H2O and 

saturated aqueous NaCl and dried. The solvent was 
removed in vacuo, and the oily residue was crystallized 
from BtOAc/ hexanes to afford the title compound (51.3 
25 g, 64%); m.p. 148 - 150°C. 

e) Methyl 5-Benzyloxy-l-J3. 4-methylenedioxyphgrty;j } -ft- 

oxaindene-2-carboKylgte » To a solution of methyl 5- 
benzyloxy~l- (3, 4-methylenedioxyphenyl) -3~oxoindane~2~ 

30 carboxylate (27.3 g, 65.6 mmol) in benzene (90 ml), 

cooled in an iceHH20 bath, was added 2,3-dichloro~5,6-\ 
dicyano~l,4-benzoquinone (15*4 g, 67,8 mmol}. The 
resulting mixture was stirred at 0°C for 1 h, allowed to 
warm to room temperature for 1.5 h r and finally warmed 

35 to 40 °0 for 1 h. The solid which formed was removed by 
filtration and washed with benzene. The combined 
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filtrate and washings were poured into EtOAc (200 ml) 
and washed successively with aqueous Na2C03 (3k) , H2O 
(3x> , 3M HCl, H20 (3x) and saturated aqueous NaGl and 
dried* The solvent was removed In vacuo, and the 
5 residue was crystallized from EtOAc/ hexanes to afford 
the title compound 116,4 g, 60%) as a red crystalline 
solid; nup. 140 - 141°C. 

f) Methyi I3K&LiJ^^ 

10 phenyl) -lzJ2 J JzJTi^tayXen,&dij?.Kyylifiriyl l ) indeng~2- 
'carboxylatcs 

To dry magnesium turnings (0.96 g, 40 mmol) under an 
argon atmosphere was added a solution of 4-bromoanisole 
(7.48 g, 40 mmol) in 9 : 1 Bt20/THF (50 ml). The 

15 resulting 4-methoxyphenyl magnesium bromide solution was 
added portionwise to a solution of methyl 5-benzyloxy-l~ 
(3, 4~methylenedioxyphenyl) -3-oxoindene-2-carboxylate 
(8,29 g, 20 mmol) in THF (250 ml) under an argon 
atmosphere. Upon completion of the addition, the 

20 mixture was quenched by the addition of 3M HC1 and 

extracted with EtOAc. The organic extract was washed 
successively with H2O, aqueous NaHC03, H20 and saturated 

aqueous NaCI* The solvent was removed in vacuo to 
afford the title compound (11,58 g, 100%), which was 
25 used without further purification. 

g) Methyl fRS)-5-Ben2yloxy-3-(4-methoa:yphenyl)-l'- (3, 4- 
mfittolenftdioxyph€nyll,indene"2-carboxylate> To a 
solution of methyl (3RS) -5~ben2yloxy-:3-hydroxy-3- (4- 

30 methoxyphenyl) -1- (3, 4-methylenedioxyphenyl) iridene~2- 
carboxylate (crude material prepared above) in CH2CI2 
(75 ml) under an argon atmosphere at 0°C was added 
triethylsilane (3.9 ml, 23*6 mmol), followed by boron 
trifluoride etherate (14*7 ml, 120 mmol). The reaction 

35 mixture was stirred for 10 min at 0*C, at which time the 
mixture was partitioned between 3M HC1 and EtOAc * The 
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organic extract was washed successively with H2O, 
aqueous NaHC03, H2O and saturated aqueous NaCl and 
dried. The solvent was removed in vacuo, and the 
residue was purified by flash chromatography, eluting 
5 with a solvent gradient of 25 - 45% Et20/ hexanes. The 
title compound (8.41 g, 83% for two steps) was isolated 
as a mixture of Al and A2 double bond isomers. 

h) Methyl flKSr 2B& 3SR)-5-Hydroxy-3-f4-methoKyr 
10 phenyl) -1- ( 3, 4-methvlenedioxypherivl) indane-2- 

carbPKylflte. To a degassed solution of methyl (BS)~ 
5-benzyloxy~3- (4-methoxyphenyl) -2- (3 f 4-methylene~ 
dioxyphenyl) indene-2-carboxylate (6*60 g, 13 ,0 mmol) in 
EtOAc (25 ml) and EtOH {175 ml) was added 5% palladium 

15 on activated carbon {0.6 g) . The resulting suspension 
was shaken on a Parr hydrogenator at 60 psi H2 for 20 h, 
at which time NMR analysis of the reaction mixture 
indicated that the reaction was inconqplete. The 
catalyst was removed by filtration through a pad of 

20 Celite, and fresh 5% palladium on activated carbon (0.6 
g) was added* The mixture was shaken on a Parr 
hydrogenator at 60 psi H2 for an additional 48 h* The 

catalyst was removed by filtration through a pad of , 
Celite, and the filtrate was concentrated under reduced 
25 pressure. The residue was crystallized from EtOAc/ 

hexanes to afford the title compound (4.83 g, 89%); m.p. 
187 ~ 188*C. * 

i) OBSi ^SRW5-Hvdrr»xv-3-(4-methoxvDhenvl^l- 
30 n , 4-meth y l enedioxvphenvl) i.ndane-2-carboxvlic acid . 

aggiiaa salt * To a solution of methyl (IRS, 2R5, 3SR)~5~ 
hydroxy-3- (4-methoxyphenyl) -1- {3, 4-methylenedioxy~ 
phenyl) indane-2-carboxylate (150 mg, 0,36 mmol) in EtOH 
(4 ml) was added 10% NaOH (4 ml), . and the resulting 
35 mixture was allowed to stir under an argon atmosphere 
overnight. Water (5 ml) was added, and the mixture was 
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concentrated under reduced pressure* The concentrate 
was extracted with Et20, and the aqueous phase was 

acidified and extracted with EtOAc. The EtOAc extract 
was washed' successively with H20 and saturated aqueous 
5 NaCl and dried. The solvent was removed in vacuo- The 
sodium salt was prepared, and a portion of this {100 mg) 
was purified by reverse-phase chromatography to afford 
the title compound (73 mg, 48%) . Trituration of this 
material with EtOAc provided a white crystalline solid; 

10 nwp. 198°C (dec). 

1 H NMR (MeOH-d4) : 5 7.20 (dd, 2H, J* 6,8 Hz, 2.0 Hz); 
6.85 (dd, 2H, J = 6.8 Hz, 2.0 Hz); 6,80 - 6.64 <m, 5H) ; 
6.25 (s, IB); 5.88 - 5.87 (m, 2H) ; 4.47 <d, 1H, J ■ 10 
Hz); 4.43 (d, 1H, J * 10 Hz); 3,76 <s, 3H) ; 3.03 <t, 

15 1H, J = 10 Hz). MS (m/e) i 427 f(M+H) + ], 

EX&HELE L2 

(1RS> 2SR, 3ftfi)T3-» f^C^gfaOisy^^thoxy-4-methoxyph^nyl)-l- 
(3r4-iR^thylftnedi02typhenyl)-5- (prop- l TylPxy?- i nc i ane-2- 
■caEhQxylicaaid 

20 

a) 3- fProp-l-ylo^yla^tpphenQpfi, To a slurry of NaH 
(13.84 g, 0.58 mol) in dry DMF {50 ml) at 0°C, was added 
a solution of 3~hydroxyacetophenone (50 g, 0.37 mol). 
After stirring for 30 min. 1-iodopropane (70 ml, 0.72 

25 mol) was added and the mixture stirred overnight at room 
temperature. The mixture was diluted with dry DMF {50 
ml) and further NaH (2.77 g, 0.12 mol) added followed by 
1-iodopropane (23 ml,. 0.24 mol) . After 1 h. TLC 
. indicated that the reaction was complete and the product 

30 was cautiously quenched with 6M HC1 and extracted with 
EtOAc. The EtOAc extract was washed successively with; 
H20, 10% aqueous NaOH and then brine. After drying 
(Mg$04) , filtration and evaporation gave the title 
compound (65 g, 98%) as a yellow oil which was used 

35 without further purification. 
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b) mthyl 3- fPrgp-a-ylQKy)bengoy],anfir,a1:e, to a .. 

suspension of NaH {12 g, 0,5 mol) in dry dimethyl 
carbonate {50 ml) was added slowly a solution of 3- 
(Frop~l~yl6xy)acetophenone {€5 g, 0.37 mol) in dry 

5 dimethyl carbonate (100 ml) . During the addition the 
exothermicity of the reaction caused refluxing. Follow- 
ing the addition the mixture was stirred mechanically 
overnight and was then quenched cautiously with 3M HC1 
and extracted with EtOAc* The EtOAc extract was washed 

10 successively with; H2O, 5% aqueous NaHCD3 r H20 and 

brine- After drying (MgSO^), filtration and evaporation 
gave a yellow oil (82 g, quantitative) which was used 
without further purification. 

15 c) Methyl- qrs r 2SR) -1- f 3 , 4-Mfithy tenedi ffxyphsnyl ) =5= 
fprQPTl-yloxy>-3-QXO-indanfiT2-garbQxyiat;e. < ,. To a 
solution of methyl* 3* (Prop-l-yloxy) benzoylacetate (10 g, 
4*2 mmol) in benzene (50 ml) was added 3, ^methylene 
dioxybenzaldehyde (6*36 g, 4,2 mmol) followed by 

20 piperidine (0.42 ml, 0.42 mmol) and glacial acetic acid 
(8 drops approx.}* The mixture was refluxed for 2 hr. 
and the volatiles removed in vacuo to give methyl (Z)-3~ 
(3, 4-methylenedioxyphenyl) -2- [3- (prop-l-yloxy) - 
benzoyl Jpropenoate as a yellow oil. This residue was 

25 dissolved in trifluoroacetic acid (50 ml) and the 

mixture stirred at room temperature for 20 min. . The 
trifluoroacetic acid was removed in vacuo to give the 
title compound as a dark oily residue (16 g) which was 
used in the next step without purification. 

30 X H NM* (CDCI3) 8 inter alia 7.85 (1H, s) ; 7.56*7.30 
(3H, m); 7.08-7.15 (1H, m); 6.S5 (1H, dd, J=8, 2Hz> ; 
6.78. 

d) MedUbsJ =3* 1 3 r a-Mftt^hyl *n*ri i oxvphenvl > -6- torot>-l -vloxv) - 
35 i-o*o~inrfenp~2-carboxvlat.e. Methyl UBS, 2SR)-l-(3,4~ 
methylenedloxyphenyl) -5- (prop-l-yloxy) -3~oxo-indane-2- 
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carboxylate (16 g, crude from previous experiment) was 
dissolved in dioxan (150 ml) and DDQ (22 g, 0.097 mol) 
added* The mixture was refluxed for 2 then cooled, 
filtered and the solvent removed In vacuo. The product 
5 was purified by flash column chromatography on silica 
gel (eluant: EtOAc/hexane, 20: BO) to give the title 
compound as an orange solid (5,2 g, 31% over two steps); 
nwp. 125-126*C. 

"> e) Methvl- (IRS) -1 - f2~Benzvioxv~4*met hoxyphftnyl \ -1- 
hy-droxy-3r. ( 3 , 4-methy lenedioxyphenyl ) z&z fPrPPrl- 
yloxy) lncfene~2-carfrPKylatft ■ To dry magnesium turnings 
(0.15 g, 6.25 mg. atoms) under an argon atmosphere was 
added portionwise, a solution of 2-benzyloxy-4-methoxy- 

15 bromobenzene (for preparation see below) (1,80 g, 6*15 
mmol) in 5% THF/ether (7 ml). The resulting 2- 
ben2yloxy-4-methoxyphenyl magnesium bromide was added to 
a solution of methyl-3- (3, 4-methy lenedioxyphenyl) -6~ 
(prop-l-yloxy)-l~oxo~indene-2~carboxylate (1.5 g, 

20 4ilmmol) in Et20 (65 ml) under an argon atmosphere at 

0 P C* The resulting mixture was allowed to warm to room 
temperature and was stirred for 10 min. The mixture was 
partitioned between 3M HC1 (30 ml) and EtOAc (75 ml). 
The organic extract was washed successively with; H20, 

25 aqueous NaHC03, H20 and saturated aqueous NaCl and dried 
(Na2S04) * The solvent was removed under reduced 
pressure, and the residue purified by flash 
chromatography on silica gel (eluant: EtOAc/hexane, 
30:70) to afford the title compound as a pale-yellow oil 

30 {1.4 g, 59%) . 

f) Mftthvl- fRS) -3- <2-Benzvloxv-4-methoxYPhftnvl-) zIzJIlAz 

niethyl-enediQxyphenyl)-5T.(propTlrylwiindene-2-carboKy' 
late . To a solution of (1.35 g, 2.33 mmol) in CH2CI2 

35 (20 ml) at 0*C under an argon atmosphere was added 

triethylsilane (0.47 ml, 2.94 mmol), followed by boron 
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trifluoride etherate {1,4 ml, 11,4 ramol) . The resulting 
solution was stirred at 0 C C for 10 min, and was then 
partitioned between 1M RC1 and EtOAc* The organic 
extract was washed successively with; H20, 5% aqueous 
NafIC03, H20 and brine. After drying (Na2S04) the solvent 
wa$ removed in £a£UG, and the product purified by column 
chromatography oh silica gel (eluant: EtOAc/hexane, 
25:75) . The title compound (as a single undefined double 
bond isomer) was obtained as yellow oil (0.65 g r 50%) . 



g) fctefctelz QB S j 2Sa*3BS) =3= fg~Hvrfroxv-4-methoxvDhpnvl ) =1= 
f 3 - 4«*m«fr hyignadi n^vphenvl) d&z forop^l -vl oxv) indane".2r, 
carboxyiate. Methyl- (KS) -3* <2Hben&yloxy-4~methoxy- 
phenyl) -1- (3, 4-methylenedioxyphenyl ) -5- (prop-l-yloxy ) * 

15 lndene~2~carboxylate (0,64 g, 1*13 mmol) was dissolved 
in a small volume of EtOAc and EtOH (25 ml) added 
followed by 10% palladium on activated carbon {0.2 g> * 
Th£ resulting solution was stirred under an atmosphere 
of hydrogen for 10 days and filtered. The filtrate was 

20 concentrated under reduced pressure and thfc product 

purified by column chromatography on silica gel (eluant; 
EtOAc/hexane, 30:70) to give the title compound as a 
.colorless solid (0*21 g, 39%); m.p* 155~156°C* 



25 h) MetteJ - (IBS » 2BS*,3£B1 =3± fa-CarboftthoxvffiethPXV-4~ 

yiny yi inrf^ tt-g-carboxylate. A solution of methyl- . 
UKS, 2RS, 3RS) -3- (2-hydroxyHHmethoxyphenyl) -1- (3, 4- 
methylenedioxyphenyl>-5- (prop-l-yloxy) indane~2~carboxy- 

30 late (0.05 g, 0.11 mmol) in dry DMP (1 ml) was added to 
tfaH (4 mg f 0*17 ramol) in a small volume of dry DMF . The 
mixture was stirred at room temperature for 10 min. and 
ethyl bromoacetate was added (0-016 ml , 0.14 mmol) • 
After 20 min,, the reaction was quenched with 3M HC1 and 

35 extracted with EtOAc. The EtOAc extract was washed with 
water then brine, dried (MgS04>, fitered and evaporated. 
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The product was purified by column chromatography on 
silica gel (feluant: EtOAc/hexane, 30:70) to give the 
title compound as pale yellow oil <0.05g, 85%). 

5 f IRS, 2SR, 3R3I-3- (2-Carbo?fvmethoyy-4- m ethQxyph6nyl) -1- 

J3t .4'methvlenftdiQxvphftnvi ) dSiz forop-i-Yioxy) tntenzz2z 
sarboxyUc add., To a solution of methyl- <irs,2rs, 3RS)~ 
3- <2-carboethoxymethoxy-4-methoxyphenyl) -1- {3, 4~ 
methylenedioxyphenyl) -5- (prop-l-yloxy) indane-2- 

10 carboxylate (0.05 g, 0,089 mmol) in EtOH {1 ml) (warming 
neccessary) was added 6M NaOH {0.089 ml, 0.53 mmol). 
After stirring overnight the product was partitioned 
between EtOAc and 3M HC1. The organic extract was washed 
with H20 and then brine, dried (MgS04) , filtered and 

15 evaporated to give a colorless oil. The product was 

crystallized from Bt20/hexane to give the title compound 
as an off-white solid (0.03 g, 65%); m.p, 195-198*C. 
*H NMR t(CD3)2COJ 5 7.17 <1H, d, J«9.1Hs); 6.8-6.71 (5H, 
m); 6.55-6,47 <3H, m) ; 5.94 <2H, e) ; 4.97 (1H, br. d) ; 

20 4.73 (1H, d, J*16,5Hz); 4.63 (1H, d, J-16.5H2); 4.52 

(1H, d, J*=7Hz); 3*80-3.76 (2H, m) ; 3.7.6 QH, s) ; 3.48- 
3.35 <1H, br. m); 1.65 (2H, sextet, J=*7.4Ha); 0.92 (3H, 
t, J^7.4Hz) 538 [ (M+NH4) *] . 

Mai- Calc. for C29H28 O9: C, 66.92; H, 5.42. 

25 Pound C, 67.37; H, 5.32. 

SXftMPI.fi Ua 

Preparation of 2-Benzvloxv-]-bromn-4^th^y hpnrAr»=. r 

a) l-Bromo-Z-hYdroxv-^-methoxybftnz^nf ,, 3-Bromo-2- 
30 hydroxy- 6-methoxybenzoic acid [T. de Paulis et. al. , J, 
Med. Chenu, (1985), 28, 1263-1269] (5 g, 0.02 mol) was 
heated in guinoline (200 ml) at 160 °C for 1 h. On 
cooling, the product was partitioned between Et20 and 3M 
HCl. The organic extract was washed with water and brine 
35 then dried (MgS04), filtered and evaporated to give the 

title compound as a light -brown oil (4 g, 97%) . This 
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material was used without further purification . 
*H NMR (CDC13) 5 7*32 (IK, d, J*9Hz) ; 6*60 (IK, d, 
J=1.5H2) r 6,43 (lH f dd, J~9,l*5Hs). 

5 ^ 2 = a eoz3 a cg3£ ^ To a 

suspension of NaH (1.01 g, 0.042 mol> in dry DMF (ml) at 
0°C was added solution of l-bromo-2~hydroxy~4- 
methoxybenzene (7 g, 0.035 mol> . After stirring at room 
temperature for 30 min. the solution was cooled to 0 C 

10 and benayl bromide (6.24 ml, 0.05*2 mmol) added. The 

mixture was warmed to room temperature over 20 min, and 
then quenched cautiously by the addition of 3M HC1 and 
extracted with EtOAc. The EtOAc extract was washed 
successively with; H20, 5% aqueous NaHC03, H20 and 

IS finally brine. After drying (M&SO4) filtration and 
evaporation gave a dark colored oil. The product was 
purified by flash column chromatography {eluant: 
EtOAc/hexane, 20:80) to give the title compound as a 
colorless oil {7.5 g, 73%). 

20 WSR (CDC13) 5 7.50-7.25 (6H, m); 6.51 {1H, d r 

J-1.5H2); 6.39 {lH r d, J*9Hz); 5.09 <2H, s) ; 3.72 (3H, 
s5 * 

RXRHPTrB 13 

QBSi 3KS>-3-r2-f3-HvdrQXVPrQPr1-ylQXY)H-nifithOKYr 
25 p^^nyi Izlzdl* &-me±hyi™+M r>xvnhenvl ) s£r (prop-1 z%2 oxv) = 
tftH a n»~9^*rhnxvLic acid, (11 CTClPhPKVl ffiffllnfl fifl l t 

Methyl (IRS, 2HS f 3RS)~3~ <2-Bydroxy-4-methoxy~ 
phenyl) -1- (3, 4-methylenedioxyphenyl) -5- (prop-l~yioxy> - 

30 indane~2-carboxylate (0.14g, 0.29mmol) in dry DMF {1 ml) 
was added to NaH (9mg, 0.38mmol) in a small volume of 
dry DMF. The mixture was stirred at ambient temperature 
for 20 min. then 3-bromopropan-l-ol (37pl,, 0.41rcmol) was 
added. After stirring for lh. the product was 

35 partitioned between 3M aqueous HCl and ethyl acetate. 

The organic layer was washed with water then brine, then 



SNSOOCIP; <WO S30e799A1J„> 



WO 93/08799 



PCT/US92/09427 



dried <MgS04 anhyd.) filtered and evaporated to give an 
oil. The product was purified by column chromatography 
* to provide methyl (IRS, 2SR, 3RS) ~3- [2- (3~Hydroxyprop-l~ 
yloxy) ~4-methoxyphenyl3 -1- (3, 4-methylenedioxyphenyl) ~5- 
5 {prop-l-yloxy)indane-2-carboxylate {O.lg, 65%) ^H-NMR 
indicated some epimerization had occurred at C-2) . This 
material was used without further purification. Methyl 
(IRS, 2SR, 3RS)-3"{2~(3-HydrOKyprop*l-yloxy)-4-methoxy- 
phenyl 3 -1- (3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) - 

10 indane~2~carboxylate (0.04g, 0,075ramol) was dissolved in 
methanol (2mi> and aqueous potassium hydroxide , added 
(2M, 0*22ml, Q„44mmol) ♦ The mixture was stirred under 
reflux overnight then cooled, diluted with water , 
acidified with 3M aqueous hydrochloric acid and 

15 extracted with ethyl acetate . The organic extract was 
washed with water and brine, dried (MgS04 anhydrous), 

filtered and evaporated to give an oil. The product was 
purified by chromatography on silica~gel (eluant: ethyl 
acetate/hexane/3% acetic acid) to give 12mg of free acid 
20 which was converted to its dicyclohexylamine salt, 
nwp. 210-112 <> C. 

QKS, 2SR, 3RS)r3-T2r f3rQarhOKyfith-g-y}OKytH-n)fit.l30Kyz 

Phe.nyl1-.l-f3., A-methylenedioxyphenyl } -5,riprQp'- ^ylo?cy> 

25 indane-2-cgrboxyUc acid, fris-dicyrcJohftxylaminft salt 

(IRS, 25R, 3RS)-3~[2H3~Hydroxyprop~l-yioxy)~ 
4-methoxyphenylJ ~1- {3, 4-methylenedioxyphenyl) -5- (prop-l- 
yloxy) indane-2~carboxylic acid (Q.07g, 0„l3mmol) was 

30 dissolved in dry dichloromethane {0o5ml) and Dess-Martin 
periodinane (0.07g, 0.17mmol) added in dry dichloro- 
methane (1ml) . After 2h. the product was partitioned 
between ether and saturated aqueous sodium carbonate 
solution containing sodium thiosulfate. The ether 

35 extract was washed with water then brine, dried {MgSQ4 

anhydrous), filtered and evaporated to give an oil which 
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was used without purification. The crude product was 
dissolved in t-butanol (5ml) and to this was added a 
solution of sodium chlorite (18mg, 0,2mmol) and sulfamic 
acid (2img f 0.22mmol) in water (1,5ml)* After Ih, 
5 stirring at ambient temperature the product was 
extracted into ethyl acetate. The organic layer was 
washed with water then brine then dried (MgS04 anhyd.) 

filtered and evaporated to give an oil. The product was 
purified by column chromatography on silica-gel (eluant: 
10 ethyl acetate/hexane/3% acetic acid) to give 12mg of 
free acid which was converted to its bis-dicyclohexyl- 
amine salt, 
sup, 160 - 162 °C* 

ME {exact mass) • t 534*1879 (free di-acid) 
15 (A ^ +1.1 mDa for C 30 H 30^9' 

By the methods given above, the following 
compounds were wadet^^^^ - 

BXftMP jKE 1 5 

flKS) ate f4-Met.hn«yphftny1 ) -3-phftnylindenfir2-carbo?cyJ i c, anld 

20 

sup. 191 - 193°C. 

Anal. Calcd. for C23H18O3! C, 80.68; H, 5.30. 
Found: C, 80.54; H, 5.33. 

EXAMPLE 16 

25 itoaas,..-,l:ranf?> -1 , 3-DiphenyI lndane-2-cagboxyiic acid. 

m.p. 164 - 165°C. 

m (m/e) : 332 [<M+NH 4 ) + J. 

EXftMFIS 17 

30 Mrs. ?RS. 3SRl-1-f4-HvdroxvDhenv3>-3~Dhenvlindane-2- 

carhasylic nzlti 

MS, (m/e) : 331 E(M+H)+]. 



.S30876SA!J_> 



WO 93/08799 



PCT/US92/09427 



EXflMPLE 18 

pus. 2RB. 3SR1-l-f4-Carbnxvphenvlt-^'Phf»nvHnri«ne~2- 

.cariaoxyqic-acid 

5 MS (m/e) : 359 l(M+H> + ]. 

EXAMPLE U 

iiaa, ,2RB, 3KR) -1 - f 3-Met.hPKyptany i 1 ~3-pftpnyl 1 n<tane-2- 

saifaoJttlifl acid 

10 Ma (m/e) i 362 I <M+NH4) + ] . 

EXAMPLE 20 

,. <1R S, Z BSL 3SR)- 3 -(^-Ethy l pns n y l )-3-pnftny1indanfi"2- 

. .ca£b,ogy.li.c...,ja.cld 

15 hi. p. 163 - 164°C. 

US, (m/e) ; 360 [(M+NH4) + ]. 

Mai- Calcd. for C24H2202: C, 84.18; H, 6.48. 
Found: C, 84.24; H, 6.73. 

EXAMPLE 21 

m.p. 210~211°C. 

SmUELE 22 

25 methozyjaliRnyl ) lndane-2-caifroxyl tc acid 

*H WMR (CDC13) i 6 7.26-7.17 (m, 6H) ; 6.93 - 6.87 
(m, 6H); 4.62 (d, 2H, ,7= 10.1 Hz); 3.96 <t, 2H, J • 
6.5Hz); 3.81 (s, 3H) ; 3.29 (t, 1H, J = 10. i Hz) ; 
30 1.80 - 1.73 <m, 2H); 1.54 - 1.45 <m f 2H) ; 0.98 (t, 3H, 
J ■ 7.3 Hz) , 
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KY&MPT.K 93 

nws r ?rr, ssR )- i -< 4-teBt:BiB i dpph enyn-3-(4T 
n»ai-hft g OT>henvmTirianft--?-f;f»rhnxYlic .. acid 

5 m.p. 231 - 232°C. 

US (m/e, rel. int.) : 803 t(2M+l) + , 100]. 

anal . Calcd. for C 25 K23N04-l/2 H 2 0: C, 73.12; H, 5.85; 

N, 3.41. Found: C, 72.92; H, 5.61;. N, 3.24. 

MWI.B 24 

10 LUBSi »s- ^- t jR<-i-f4>ftffiinr>Dhenvl)-3-f4-methnyvp]ifinY l )- 
m.p. 187 - 190°C. 

W. Cm/e, rel. int.) : 1076.2 [<2M+1) + , 25]. 
15 FrXfiNPIiTi; 25 

QfiB r 2SR. 3SRWl-< ^-Hydroxyi^envl)-3».13..^ 
m P j-hyit»nf.d!inyvphfirivH indanft-Z-carhoxylic , acid 

m.p. 94 - 96°C. 
20 MS, (m/e) : 392.4 [(M+NH 4 ) + J. 

mMEIfl 26 

H BS r ' ; tRR>-1-f^ r J-n^^hf»cvr.Tipnv]:>-3-(4- 
m^Qxyphenvl) indane-Z-carboxvI i C a cid 

25 m.p. 126 - 128°C. 

US. (m/e, rel. int.) : 807 E(2M+1) + , 35]; 403 [ (M-H) " , 
100]. 

Mai. Calcd. for C 2 S»2405J C, 74.24; H, 5.98. Found: C, 
74.10; H, 5.99. 

30 mms£ 27 

HBO, ?FS- 3 ^wi-^.4-Mf»t.hvlenRriloxvphenv 1, '(-3-f4- 
upt-h yl f t d nph^nvl ) i nrtanp-^-carboxvl i.C acid 

MS (exact mass) : <M-> + * 404.1074 (A = +0.8 mDa for 
35 C 24 H2o04S) . 
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-57- 
feXftMPLE.,.29 

UJBfij £B&p 3SR>-5-Methoxy-3- M-mgfrho^yphgnyl > zXz 

roethvlenfidJlQxyphenyl ) .inrianft^zcarfcoaylic, acid 

5 m<p> X29~131°C. 

m <m/e) : 441.2 [<M+Na)+3. 

EXAMPLE 29 

hydroxy i,ndaner,2rcarbQxy 1 in acid 

10 

H£ (m/e> s 436.2 nM+NH 4 )+], 

EXMffLS 30 

flftS, gfjRr ?SR)-3-f2-Carboxymet,hoxy-4-mpt;hoKyphRnyl)- 

i~ f2-fflfrthnttY-4 , 5-methYlBnftdiDXVDhftnyl 1-5- <prnp-l~yln*y» ~ 

15 indan&~2r carbcxyl i c acid 

Methyl (IRS, 2RS, 3SR) -5HHydroxy-3- (2-methoxy- 
methoxy-4-methoxyphenyl) -1- (2-methoxy~4, 5-methylene~ 
dioxyphenyl)indane~2-carboxylic acid was prepared in 23% 

20 overall yield from methyl 2-(3Hbenzyloxy)benzoylacetate 
according to the method of example 11* The 5-hydroxyl 
moiety was then propylated according to the method given 
in .example 12 and this crude material treated according 
to the method of example 70 to remove the methoxymethyl 

25 groyp in 55% yield. The title compound was then 

obtained following the procedure given for example 12 in 

42% yield. 

m.p, 188 - 190*C . 

Mai. Calc. for C3 0 K3o0 10 : C, 65.45; H, 5.49. 
30 Found: C, 65.38; H, 5.49. 

UESa 2SR, 3R3>-3-f2-MethoxvmethQxvI-4-iBftthoxvphftriyn-i-> 
f3r4-methvlenedioxvphenvl)-5- fprop-l~vloxv) indan^>^- 
^rbjagylic,.,acld 

35 

m.p. 161 - 163*C. 
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BXMgIrB.32 ' 

msi&y] ^ ynhftnvj » -5- fprop-l-vl nxv) 1 nd a ne-2z 
narhoffylic acid 

5 

(exact mass) M+« ; 462.1678 (A = -0.4 mDa for 027^26°?' 

rxmpm 33 

npg r ?sk. ^sR^-?i>f?-Carboxvirieftinyv-4-mfl1:hnKVi?henY l ) , t . l z 
f (?» P rr. r -l -ylo yy) -J r hyl enedloxvphenvl 1 =5= fPTOP-1- 

10 y l oxy) i ndanp-?~nart)t?3TyI , ic ac i d 

Anal . Calc. for C32H340io*0.5 H 2 ° : C ' 65.41; H, 
6.00. Foundi C, 65.27; H, 5.99. 

m.p. 196 - 197'C. 
15 JiiXftMPIiB 34 

fins. 2sr , ^RRwi-fg-narhnxvmethoxv-4.5"mRt:hvlene- 

M nvyph^yl 1 -3- M-m^hninmhsnffH -5» (pron-l -Vl OXV) lndane= 

?-r,arhoxylic acid 

20 MS (DCI NH3) m/e : 538.2 (M+NH3) + , 520.2 (M+H) + 

(exact mass) M+* : 520.1733 (A « 0.0 mDa for C29H28O9) 

EXAMPLE 35 

JJBS. Sf^r ^sr-i-^-^-Mftthv1anedinxvnhenvl)-3--rf2-PrOP7 

1 Tyl oxy) Phenyl 1 =5= fprop-1 -yloxy) i ndfmff-?-Kflrppx yU c a cid 

m.p. 179 - 180°C. 

H£ (DCI CH 4 ) m/e : 503.2 (M+C 2 H 5 ) + , 474.1 <M+H) + 
(exact mass) Ht* : 474.2034 (A - +0.8 mDa for 
C 29 H 30°65 

30 EXAMPLE 36 

LL B &. ^s>-^-^-HvdroyvD)iftnvl)-3-(3,4-niethy l ene- 
rt^vyph<anvi i sSs fprnp-i-vloxv) lnriane-2-carpp«v li g .A G l d 

m.p. 97 - 98*C. 
35 HS (exact mass) M+- : 432.1568 (A - +0.5 mDa for 

C 26 H 24°6> 
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(IRS, 2SR. 3£S.y-3Tf2rCarbo«yinethoyy p hen y J,)-1 1 -< 3 t4 - 

mer.hy.lfirifirtif??fyptienYl) -5- fprop-l-yilnxy) 1 nrianc-2- 

carboxylic acid 

5 

m.p. 169-170"C. 

Mai. Calc. for C 2 eH26(>8- °- 25 H 2 0: C, 67.94; H, 
5.40. Found: C, 67,75; H, 5.37. 

10 (IRS, ?,$?,, 3RS)-3- f?~Benzy1,p«yH-met.ho«yphfiny;L) sis (3, 4- 

BethYlftnfMii nxvnhftnvl ) -fi- fnrpp-l-vloxv) indanft-g- 

carbpsyllr; acid 

iJS (exact mass) M + - : 552.2149 (A = -0.1 roDa for 
15 C 34 H320 7 ) 

EXAMPLE 3t? 

„,QRS, 2SR, ?BR)"3-r2"(?-HyrtrQKyftrh-1-ylnxy),-4z 
methPXYPhftnYl 1 -1 - f3, 4-mftt . hylfinfir 1 1 nxypftsny . 1) -5- fprop-1- 
y l c«y>i , ri( 1fi nff-?-carhnKvHn acid. ti^cvr■^nh»x V ^ami n e 

20 

nup. 182-184"C. 

Anal. Calc. for. C 41 H 5 3N0 8 : C, 71.59; H, 7.77; 
K, 2.04. Found: C, 71.67; H, 7.66; N, 2.42. 

EXRMPT.B At) 

25 (IRS, 2SR, 3RS) -3-r.f 2-Rrhoxv.4-iitPr hr>xw)hftnv1 IzlztiuAz 

aie£hYlenedj.p«vphftnv] ) -5- (prop-i -vioxyi J ndanp-?- 
carboxylic add 

Aoai- Calc. for C29H30O7: C, 71.01; H, 6.16; 
30 Found: C, 70.71; H, 6.01. 

EXAMPLE il 

(IRS. 2 SR. 3RS)-3-r4-Methoxv-2-ft>rm>-3-vlBXYn-l.f? f 4- 
Methv l ened i OKVPhg nv l ) -5- (pro p- 1 -v3 ox vt indanf--?- 
carboKyUc acid 

35 

Anal . Calc. for C30H32O7; C, 71.41; H, 6.39; 
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Found; C, 71.43; H, 6,31. 

mwus 42 

5 mr+» fv *Y''* C! acid 

TO. p. 75-79*C. 

EXflMPLB 43 . 

m»b. ?hr. ^R^-^-r4-MPt-> 1 f>xv--2-f?--mBth?lproP- , l-v1nKY)- 
10 phenyl 1 -1 - f 3 . A-Mftthvl renedioxvphpnvl > -5- <prPP-l- 
yiPKytlndane,-J2-ffrtrbn?ty1irr acid 

m.p. 85-89*C. 

15 nns. ^fi>--i-f4-M < ftl-.hnxv-2->n-mpfhv1hnt-1-vlQXV)-: 
P>™»nyi i -1 g fa. _4-«H»thvl.enedioyvphf!nvl ) sfc <nrop-3 -YlPXY) - 
jjldana=^axtoSSJla ac*<3- dicvlobwtvl amine salt 

m.p. 150~155*C. 

20 F.XRMPT.B 45 

n«fi- 9fiR- ^BRt-a-r4-M ft tthoxv>2-f3-t>vridvIioethQXvyr 
r ^ ry i i -i - . A-mPthvl ftn^dioxvphenvl > -S- fprpp-l-viPXV,)r. 
1ntianfv-fr-sarhnxy3,;i,c acid, 

25 Anal . CalC. for C33H3iNO 7 -0.5H 2 Os C, 71.02; H, 5.78; 
N, 2.51; Found: C, 71.02; H, 5.53; H, 2.30. 

EK&MELB 46 

r n^ Y i i-T- f^.4-»»t-hv1wTiw11nirvDhBnvl>-?)-(prop-3»vlQXVl- 

30 J ndflnft-2-carT>rmy1 1 ft acid, 

final. Calc. for C3 3 H3iNO7-0.5E 2 O: C, 71.02; H, 5.78; 
K, 2.51; Found: C, 70.89; E, 5.59; H f 2.37. 
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EXAMPLE 47 
HAS, 2SR, 3RS)-3-f4-Met,hPKy^ 

pfrgayllrlr f 3 r ^-mftthylenedinxyphenyl) -5- f propyl *-VlQ»Y , )- . 

5 xtwp, 153-155 Q C. 

f IRSr 2SR, 3BSJ -3- f 2- fflqft-l-ylmyl -4-rcethoayphftnyl 1 -1- 
. I3r 4^etftylenrtigxreftOTy l ) zStz fprop-l-y l oxv) i ntiane-2- 

10 

rtwp. 70-73°C. 

EXAMPLE 49 

(IRS, ZS&s 3RSt*3-f4-MftthQxy-2-f5-tctr.azpXylmethp»y)r 
phenyl! -1- (3^"rmethyienedioxyphgnyl) -5- {prnp^lzyl w) s 

m.p* 202-105'C. 

EXflMFLE 50 
MRS, 2SR. 3Rfi) -3- f2H:yanftmffitJiQKy-4-^^ 
20 metay.l,easdioi£yplx€rayI ) z£tz tcraprJ syJ any) inflane-2- 

m.p. 199-20I*C._ 

J5JL 

25 (1 RS r 2Sft r 3RB1 -3- f2-Carboxami doTnethoxy-4-T!iethQxypl>envl) - 

lr f3r dbfflfittbtl^ indane~2~ 
cartoxyUc^acld 

final . Calc. for C29H29NOb-0,5C4HsO: C, 67,02; 
30 H, 5.99; N, 2.52; Found: C, 67.76; B, 5,96; 
H, 2 * 56 « 

EXftMFkB 52 

MT*s f 3 HP>-S-Acetamido-l,3-bisf3,4-methvlene- 

f ll nXyi?henyl) inriffnft-2"t:ar l >oxy l ic a c i d . 

35 

jaa m/e : 460 [(M+H) + J. 
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EXAMPLE 53 

p fr**r> y l ^jTiriayi q -g-earboxylatiB, dicvdohexvlafflfnfli Salt, . 

5 ME, m/e s 418 [ (M*H) +] . 

EXAMPLE 54 

( ire , ?sk - 3ESJ n3= E2= f 3-carboxvphmvl > ~4-mPf hnxvnhftnYil -1- 
1 3 , 4^mAt-hy l^n^dinyyphenvi l =5= tenapsJ =»J oxv) indane~2 - 
aarbOKylic acid 

10 

a) Ethyl 3- [fc xj - fhut-l-yl) stafmynbenzoate 

Ethyl 3-bromobenzoate (2*0 -g, 8.7 mmol), hexabutyl- 
distannane (5.51 ml, 10.9 mmol), tetrafcis (triphenyl- 

15 phosphine) palladium (0) {0*08 g, 0.07 mmol) and palladium 
(XI) acetate (0.19 g f 0.85 mmol) were mixed in dry 
toluene (25 ml) and refluxed for 72 h under argon* The 
solvent was removed in vacuo and the residue purified by 
column chromatography on silica gel (eluantshexane) . 

20 The title compound was obtained as a colorless oil (1.1 
g, 30%) . 

b> tteQud nRfi . 2Sft.3ft?n~3~r?~ f3-naAomgtho3EVBhflnvl>-4* 
^p^^^vyp^Anyl 1 -1 - f 3 , 4-iw*thvlenedioxvohenvl 1 -5- (proo-l- 
25 yloKy) indaflft-Z-carboxylate 

Methyl (1KS/2SR, 3RS) -3- (4-methoxy~2~trif luoromethane- 
sulfonyloxyphenyl) -1- (3, 4-methylenedioxyphenyl) -5- (prop- 
1-yloxy) indane-2-carboxylate (0.118 g, 0.19 mmol), 

30 lithium chloride (0.058 g, 1*37 mmol) , tetrakis (tri- 
phenylphosphine) palladium (0) {0.018 g, 0.016 mmol) and 
ethyl 3»ttri-(butyl-l*yl}stannylJben2oate {0.253 g r 0.58 
mmol} were mixed in dry dimethylformamide {5 ml} and 
refluxed for 24 h. The product was filtered through 

35 celite and the celite washed with ethyl acetate. The 
combined filtrate was evaporated in vacuo and was shown 
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to be a mixture of two components by TLC- Purification 
by column chromatography on silica-gel gave a less polar 
fraction: methyl (IRS, 2SR, 33R) -3- [2- (but-l-yl) -4- 
methoxyphenyl) -1- (3, 4-methylenedioxyphenyl) -5- (prop-1- 
5 yloxy) indane-2-carboxylate (0*038 g) which was obtained 
as a colorless oil. The title compound was the more 
polar component <Q.08g) which while contaminated with 
tin residues (^H-NMR) was used without further 
purification. 

10 

c) URSi 2SR, 3BSJ =l=I2r f3-Carbo«yphfiJiyl). rA zmfilliQ^ y .r. 
phenyl 1 -1- f 3, l~methyl€nedioKyphenyl} =5= fprop-l-yloxy) r. 

15 Methyl (IRS, 2SR, 3R5) -3- [2- (3-Carbomethoxyphenyl) ~4- 

methoxyphenyl] -1- (3, 4-methylenedioxyphenyl) -5- (prop~l~ 
yloxy) indane-2-carboxylate <0.08g, crude) was dissolved 
in propan-2-ol (1 ml) and aqueous sodium hydroxide £1M, 
1 ml f l mmol) added* The mixture was re fluxed for 12 

20 hr* then cooled, diluted with water , acidified with 3M- 
aqueous hydrochloric acid and extracted with ethyl 
acetate (3x) . The combined organic extract was purified 
by column chromatography on silical-gel {eluants 30% 
EtOAc/hexane/5%AcOH) to give the title compound as a 

25 colorless solid (20 mg> 

m.p, 257-268°C. 

. EXAMPLE 55 

(IRS, RSRr 3SR) z2zJ2z (But-l-yl) -4-methOKypheny;i b±r Ll» &= 
30 mgiflyJ^nfid^^ . 
' carboxyllCLacidr dicyclohexylamine salt 

Methyl (IRS, 2SR, 3SR) -3- [2- (But-l-yl) -4-methoxyphenyl) -1- 
(3, 4-methylenedioxyphenylJ-5~ (prop-i-yloxy) indane~2~ 
35 carboxylate {0.038g, 0*074 mmol) was dissolved in 
propan-2-o! {1 ml) and aqueous sodium hydroxide (1M, 
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0.75 ml, 0.75 mmmol) added. Th& mixture was refluxed for 
12 hr- then cooled, diluted with water, acidified with 
3M-aqueous hydrochloric acid and extracted with ethyl 
acetate (3x) . The combined organic extract was purified 
5 by column chromatography on silica-gel (eluant: 30% 
EtOAc/hexane then 30% EtOAc/hexane/5%AcOH) . Conversion 
of the product to its dicyclohexylaraine salt gave the 
title compound, 
nup, 179-182*C, 
10 hml - Calc. for C^HssNOg: C, 71*59; H, 7.77; 

N, 2.04, Found: C, 71.67; H, 7,66? N f 2.42. 

flRS,r 2SRr -3- (4~Met.hPxy~2~phfflyIphenyl? -1- t3*i= 

methvlenedioxyphenyl ) zSz fprop-l-yl oxvl indane-2- 

IS carbosylic acid 

a) Methvl fins . 2RS . 3SR1 -3- (4»Met:hn^2-phenvlphenvl ) -1- 

f3f4-methyIenedio^yphenyl)-5- fprop-a-ylQxyUndane-2- 

£t£^Tih£&2£yili£^t£l' 

20 

To a slurry of anhydrous LiCl (46 mg, 1.1 mmol) and 
tetrakis (triphenylphosphine) palladium (0) (24 mg, 0.02 
mrnol) in dry dioxane (3 ml) was added a solution of 
Methyl (IRS , 2RS, 3RSJ -3- (4Htfethoxy-2-trif luoro- 

25 methanesulfonyloxyphenyl) -1- <3, 4~methylenedioxyphenyl) «- 
5^{prop-l'-yloxy)lndane-2-'carboxylate (95 nig, 0.16 mmol) 
and tri(but~l~yi)stannylbenzene (319 mg, 0.87 mmol) in 
dioxane (1 mL) . The mixture was refluxed under Argon for 
17 h, cooled to room temperature, diluted with ethyl 

30 acetate (5 ml) and the resulting solution washed 

sequentially with brine and water • fhe organic layer was 
dried (MgS04 anhydrous) , filtered through a short pad of 
silica gel and concentrated in vacuo to yield an oil* 
The product was purified by flash column chromatography 

35 (silica gel, gradient elution from hexanes to 10 % ethyl 
acetate/hexanes} to afford the title compound as a white 
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solid- (92 mg, 86%) , 

b) f IRS . 2SR. 3 BR) rJ3b t hoxy-2-ph«)y lphenyl ^I-f^J- 

iRfithy,Iene,di.QKypheyiyl) -5- fprop-l-yloxy) indane-2r 
5 .carboxylic acid 

To a solution of Methyl {1RS,2RS, 3SR) -3* (4HMethoxy-2~ 
phenylphenyl) -1- (3, 4-methylenedioxyphenyl> -5- (propyl- 
yloxy)indane-2-carboxylate (80 mg, 0*12 mmol) in dioxane 

10 {2 ml) was added 1M aqueous NaOH (0,3 ml, 0,3 mmol) i The 
resulting mixture was heated to reflux for 48 h, then 
concentrated under reduced pressure. The residue was 
partitioned between dilute aqueous HC1 and ethyl 
acetate. The ethyl acetate extract was washed with water 

15 and dried (MgS04 anhydrous} . The solvent was removed in 
vacuo and the residue purified by flash column 
chromatography (silica gel, 20% ethyl acetate/hexane 
containing 5% of acetic acid) to afford the ^itle 
compound (36 nig, 46%), 

20 nup. 199 - 200°C. 

1 iUJ£JB {CDC1 3 ) 8 7.18-7.09 (m, 6H) ; 6.85 <dd, 1H, J 
* 8.6, 2,1 Hz); 6,71-6.65 <m, 6H),6.36 (b s, 1H) , 5.85 
{s, 2H), 4.59 <d, 1H, J =.10.2 Hz); 4,31 (d, 1H, 
25 10.2 Hz); 3.75 <t, 2H, J« 7.3 Hz); 3.73 <s, 3H) ; 

3.14 £dd, lfi, J * 10. 2, 10.2 Hz); 1.68 <sextet, 2H, J * 
7*3 Hz); 0.93 <t, 3H, J « 7.3 Hz). . 
MS m/e ; 540 <M+NH4> + . 

Anal, Calc, for C33H30OG * 3/4 H2O: C, 73.93; 
30 H, 5,90. Found: C, 74.12, H, 5,80. 

mm& §7 

flRS, 2SR, 3SR)-3-r2-rfB)-2-CarbQxyethen-a-yl1^- 
methoxyphenyll -J zML 4-methylMediPxyphenyl) r5r (prnp-l t 
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a) tfettel QRS, 2SR, 3SR)-3-r^rfR^^ a r-HnTn^hn yy ^ 

dioxVPhenvlt-5- fproi>rl~vloxv) indanft-S-carboxyial-g . 

5 1, 3-bis (diphenylphosphino) propane (0*066 mmol), 

trisf (dibenzylideneacetona)dipailadium(O) (24 mg, 0,026) 
and Ms (triphenylphoaphine) palladia (II) choride (18 mg, 
0.026 mmol), were dissolved in a 4:1 mixture of 
triethylamine/acetonitrile (5 mL) under argon* After 10 
10 min at room temperature, a solution of methyl (IKS, 2SR, 
3RS) ~3- (4-methoxy-2-trif luoromethanesulf onyloxyphenyl) - 
1- (3,4-methylenedioxyphenyl) -5- (prop-l~yloxy) indane-2- 
carboxylate (160 mg, 0,26 mmol) and methyl acrylate (679 
mg, 7.89 mmol) was added in the above solvent mixture (3 
15 mL) * The reaction mixture was heated to reflux under 
argon for 20 h, cooled to room temperature and a small 
aliquot analyzed by *K NMR, which showed no reaction had 
taken place. PalladiumCll) acetate (6 mg, 0.025 mmol) 
and methyl acrylate (679 mg, 7*89 mmol) in dry DMF (5 
20 mL) were then added. The reaction mixture was heated to 
reflux overnight. Oh cooling the solution was filtered 
through a short column of silica gel and concentrated to 
yield an oil. The crude product was purified by flash 
column chroma-tography ( silica gel, gradient elution: 
25 10 % to 20% ethyl acetate/hexanes) to afford the title 
compound as a tan solid. (87 mg, 62%) . 

1 a_UMB (CDC1 3 ) : 8 8.17 (d, 1H, J - 15.7 Hz); 7.44 
(d, IE, J - 8.7 Hz), 7.11-7.07 (m, 2H) ; 6.90-6.70 (m, 
30 6H>, 6.42 {d, 1H, CT = 15.7 Hz); 5.94 (b s, 2H) , 5.04 

{d, 1H, J = 7.5 Hz); 4.75 (d, 1H, J= 7.6 Hz); 3.89 
(t, 2H, J = 6.7 Hz); 3.85 (s, 3H) ; 3.85 (dd, 1H, J = 
7.5, 7.4 Hz); 3.83 <s,3H); 2.96 (s,3H), 1.79 (sextet, 
2H, J = 6.7 Hz); 1.03 ft, 3H, J = 6.7 Hz). 
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b) (IKS, 2SR, 3SR)-3^f.g-f fEW^rjjr boxY^.hftn^^yl 

4~methv]fmftHinxyph^y l i -5- f prop- 3 - 
vloxv) inriane-2-f!*rhoxylir! aHrf. 

5 To a solution of methyl (IRS/ 2SR, 3SR) -3- [2- [ (E) ~2^ 
carbomethoxyethen-l~yl]-4-methoxyphenyl) -1- {3, 4- 
methylenedioxyphenyl) ~5- (prop-2~yloxy) indane-2- 
carboxylate {BO mg, 0*15 mmol> in dioxane (2 ml) was 
added 1 N NaOH (0*5 ml, 0.5 mmol) „ The resulting 

10 mixture was heated to reflux for 3 h, then cooled and 
concentrated under reduced pressure* The residue was 
partitioned between dilute aqueous HC1 and ethyl 
acetate. The ethyl acetate extract was washed with water 
and dried (MgS0 4 anhydrous) v The solvent was removed in 

15 vacuo and the title compound was obtained as a white 
solid (73 mg, 96%) . 

-iajBB (CDC1 3 ) : S 8,32 <d, IH, J ■ 15,6 Hz); 7.24- 

6.55 (m, 9H); 6.29 (d, IH, J * 15.6 Hz); 5,94 (b s, 
20 2H), 5.18 (d, IH, J « 9.9 Hz); 4.69 (d, IH, J * 9,9 

Hz); 3,85 (s, 3H); 3.84 {t, 2H, J = 6.9 Hz); 2.94 (dd r 

IH, J « 9.9, 9.9 Hs); 1.79 (sextet, 2H, J « 6.9 Hz); 

1.00 {t, 3H, J « 6.9 Hz) . 

HS m/e : 517 t(M+H) + K 
25 AOfli. Calc. for C 30 H 28 O$ : C, 69,76; H, 5*46. 

Found: C, 69.73, H, 5.26. 

UBS, 2SR r 3fffi) -Vf2-f2-Carhn?fveth^^vn>4^ M t:hnvy- 
Phmvll-J - (3, 4-TnethyIftnPrilnyyp^nyl ) /pro ? ^ ^ Y inyy> ~ 

30 indana-2-sarbo;Ky1 ic acid. 

To a solution of (IRS, 2SR, 3 SR>-3- 12-[ <E)-2-carboxy~ 
. ethen~l~yl]M-methoxyphenyl3-i- (3, 4-methylenedioxy- 

phenyl) ~5- (prop-l-yloxy) indane-2-carboxylic acid {43 mg, 
35 0.08 mmol) in ethanol (5 ml) was added 10% palladium on 
activated carbon (40 mg) . The resulting suspension was 
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stirred overnight under an atmosphere of hydrogen then 

filtered through a pad of celite. The filtrate was 

concentrated under reduced pressure to afford the title 

compound (35 rag, B2%) as a white solid. 
5 1 H wmr (CDC13) : 5 6.99 (d, 1H, J- 8.6 Hz); 6.78*6-66 

(m, 7H); 6.23 (b 3, 1H) ; 5.88-5.87 <m, 2 H); 4.88 (d, 
1H, J - 9.7 Hz); 4.54 (d, 1H, J ~ 9.7 Hz); 3.72 (s, 
3H); 3,70 (t, 2H, J* 7 Hz); 2.98-2.90 (m, 1H) ; 
2.68-2.51 (hi, 2H); 1.65 (sextet, 2K, J - 7.0 Hz); 0.89 
10 (t, 3H, J - 7.0 Hz) , 

HSL (exact mass) M+* : 518.1930 (A « +1.1 mDa for 
C27 H 26°7> 

By the methods given above in Examples 54 to 
58, the following compounds were made. 

15 EXAMPLE fig 

JUUB& 2SR, 3RS1 z2z f 2-CarbPKyraethylth^ sl= 
13,1 4-methylftnediPKyphenyl) -Sr: fproprl^yloxy? indane-2r 
carboy ylio acid 

20 m.p. 242-246*C (dec). 

flRS, 2SRr , 3SR)~3-f4~MethftKy^^ 

1- f 3r 4~methylenedipxyphenyl jji5= (prop-.l -yloxy ) indane-2- 
carbQxylic acid 

25 m. p.. 126-127 °C, 

(exact mass) : 486.2021 (A * +2.1 mDa for C30H3QO5) 

EXAMPLE 61 

■ HRSr RSRr 35R) ~3- f 4~Mathoxy-2- (prop-l-yl) phenyl 1 "l- 
Qr^roffifthyilen^ 
30 nfirhQKyli^ acid 

m.p. 155-156*C, 

Anal . Calc. for C30R32O6 : C, 73.75; H, 6.60. 
Found; C, 73.45 f H # 6.43. 
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EXAMPT.F. fi? 

f l RSr 2SRi . TRS1-3rr2-Carhoxv-4-iiiat:hnxvphftnYT1-1-n.4~ 
nethy l ened i owyphftnya ) =5= fprpp-l-v1 , nxy) l . ndane-2- 

carboxvlle an<ri r 
5 Aaai, Calc. for C 2e H 2 60e : C, 68.56; H, 5.34. 
Found: C, 68. 61, H, 5.58. 

BfflMPIB 63 

( I RS, 2SR, 3 CT}- l-f?-f?-Hvrir o xv e thy1 )- 4 -Tnf»thn X yp hPnyn- 
l- (3, flaBBttoJ "nedlpxyphenvl ) -5- forr>p-l -yl wry) 1 
10 carboxvUr ar~irl 

(exact mass) M+- : 490.1994 (A - +0.3 aBa for C29H30O7) 

EXAMPLE 64 

■( I RS, 2RR. 3 SR)-Vfg-Carboxvmf.l-hYl^-.m <a i- h oyynh<»ir,yn-l. 

fiacfaoaatlic nrirl 

(exact mass) M+- : 504.1788 (A = -0.4 mDa for C 2 9H 2 80b) 

EXAMPLE fifi 

20 I 1RS. 2 SR, 3SR)-3-r2-f3-Hvdroxvprm>-3-vn-4.inir>,nvr- 
Bfaenvn -1- f 3. 4-fflBl-hv1pngf» oyvpho n vl 1 -S- fprop~l~yloxy) - 

indanfi-2-carbnxy } jc ani d 

MS (exact mass) M+- : 504.2143 (A - +0.5 mDa for 
25 C30H32O7) 

EXAMPLE fifi 

(IRS. 2 SR. 3 SR)'-5-f4-CarboxvnhPnvH-i .UUq . y 
methv l engdioxyph Rnv l ) l -inriane-2--r:arbntt V Hr *niri„ 

30 m.p. 230-231°C. 

EXAMPT.F. fi7 

.(IRS, 25R. 35R)-5-<4-BenzvloxvDhenvn-1 :*-Mxt*.£- 
Biethvlenedioxvphenvl) inrianft-2-carbnxvHr aHri 

35 m.p. 105-106*C. 
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. .flRSr 2SRr 3SR)~5-f rfl-Rydr^ito 
mgj;iiyl€n0^Q^^^nyllixL^ane-"2-carho^yl ic acid * 

5 MSL m/e : 512 [<M*NH4)+]* 

Itrana* .txaas-lr 3r5-tris f3r 4-inefeaylenedi.DxyphEnyl).r 

indane~2~carfrPKylic acid* 

10 Anal* Calc. for C3 1 Il220e-5/8H20 C, 69,76; H, 4.39. 
Found: C, 69,81, B, 4.46, 

ffX AMPLE 20 

LIBS r 3RS) -3- f EHftytiroxyH-ffifithoxrehfinyl ) -1 - 1 3 , 4- 
aietnylenedioKypnenyl ) -5- fprop-l-yiioxy? indane t 

15 

a) 3RB) -3- [ f2-Mftthe>yyffl6fch6yy > -4-methoxyphenyl> 1-1- 

i2uA -methyl aaedlog^^ 

A solution of (IRS, 2$R, 3R5)~3-[2- <methoxymethoxy}~4- 

20 methoxyphenyll -1- (3, 4-methylenedioxyphenyl) (prop-1- 
yloxy) indane-2-carboxylic acid (0*2g, 0*39mmol) in 
dichloromethane (4ml) and pyridine (28pl, 1.6 mmol) was 
cooled to 0 °C under argon* To this solution was added 
thionyl chloride (60 pi, 0,8 mihol) • The mixture was 

25 allowed to warm to ambient temperature over 20 rain- and 
the volatiles removed in vacuo. The residue was 
redis solved in toluene and evaporated in vacuo (twice) . 
The residue was dissolved in dichloromethane (4ml) and 
triethylamine (250pl) added. To this solution at room 

30 temperature under argon was added 2-mercaptopyridine-N~ 
oxide (120 mg, 0.8mmol) dissolved in dichloromethane 
(lml)* After stirring for 20 min at room termperature 
t-butylthiol (450pl, 4mmol> was added and the mixture 
irradiated for 20 min {150 watt spotlight) , The 

35 voiatiles were removed in vacuo and the product 

partitioned between ethyl acetate and 3-M-aq- HC1, The 
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-7h 

organic extract was washed with water, sat. aq. NaHC03 
solution and finally brine* After drying {MgS04 
anhydrous) , the product was filtered and evaporated. 
Purification by column chromatography gave the title 
5 compound (0*075 g, 41%), 

l R NMR CCDCI3) t 8 7.13 {d, 1H, J - 8,5 Hz); 6.83 <d, 

1H, J * 8,3 Hz), 6,79-6.69 {m, 5H) , 6.54 (dd, 1H, J = 
8,5, 2.5 Hz), 6.51 <br s, IK) , 5,92 <br, s, 2H) 5.18 {d, 
1H, J » 6.7 Hz, ), 5.15 (d, IH, J *= 6.7 Hz), 4,66 (dd, J 
10 «= 10,5, 7,6 HZ, lH r J «= 6.7 Hz), 4.22 (dd, IH, J - 

10.5, 7.4 Hz), 3.81 <m, 2H) , 3,80 (s, 3H) , 3.43 (s, 3H) , 
2,90-2.83 (ra, 1H), 2.06-1,96 (m, IH) , 1 .73 . {sextet, IH, 
J - 7,1 Hz), 0.92 (t, 3H, J * 7.1, Hz). 

15 b) (IRS, 3RS) -3- f2-Hvdrnxy-4^met:hQxv>ph^ny1 ^l-n.Z^ 

inethylftnf}riioxypheny l )-5-fprop-l-y l oKyMnd^nft 

To a solution of (IRS, 3KS) -3- E (2-methoxymethoxy) -4- 
methoxyphenyl) ] -1- (3, 4-methylenedio*yphenyl) -5- (prop-1- 

20 yloxy) indane {0,075 g, 0,16 mmol) in methanol (5 ml) was 
added 4-5 drops of 6M-HC1 and the mixture refluxed for 
1.5 h under argon. The solvent was removed in vacuo and 
the product partitioned between EtOAc and water. The 
organic extract was washed with water then sat. aq. 

25 NaHC03 solution and finally brine. After drying (MgSO* 
anhydrous) filtration and evaporation gave the title 
compound (0.064 g, 94%) , 

*H NMR (CDCI3) : 6 7.11 (d, IH, J = 8.4 Hz), 6.87 (d, 
30 IH, J *= 7, 8. Hz), 6.77-6.74 (4 H, m) , 6.61 (br s, IH) , 
6,50 {dd, IH, J - 8.4, 2,5 Hz), 6.42 (d, IH, J * 2.5 
Hz), 5.94 (d, IH J = 1,2 Hz), 5.93 (d, IH, J - 1.2 Hz), 
4,74 (s, IH), 4.43 (dd, IH, J * 10.4, 7.6 Hz), 4.20 {dd, 
IH, J - 10.7, 7,3 Hz), 3.82 (t, 2H, J - 6.7 Hz), 3.79 
35 (s, 3H), 2.89-2,82 (m, IH), 2.15-2,08 (m, IH) , 1.77-1.71 
(sextet, 2H, J * 7,2 Hz), 0.99 (t, 3H, J * 2,5 Hz), 
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BE (exact mass) M+ Pound: 418.1782 {A « -0.2 mDa for 
C26H2605) • 

EXSMPXE 21 

5 methylene ttKYPhenyl) *fc fprog~l-yloxy> indane 



To a slurry of sodium hydride (5 mg, 0,21 romol) in 
dimethylfoxmamide {0*5 ml) was added (IRS, 3R5) -3- (2- 
h.ydroxy-4-methoxyphenyl) -1- (3, 4~methylenedioxyphenyl) 
10 (prop~l-yloxy) indane (0,058 g r 0.14 mrnol) at ice-bath 
temperature under argon, After stirring for 15 min, 
ethyl bromoacetate (50 pi, 0,2 mmol) was added and the 
solution stirred for 1 h at room temperature. The 
product was partitioned between ethyl acetate and 3M aq 
15 HC1. The organic extract was washed with water, sat, 
aq. NaHC03 solution and finally brine . After drying 
(MgS04 anhydrous) filtration and evaporation followed by 
chromatography gave (2JRS,3RS)~3-(2-carboethoxymethoxy-4- 
methoxyphenyl) -1- (3 , 4-methylenedioxyphenyl) -5- (propyl- 
20 yloxy)indane (0*041 g) ♦ The product was dissolved in 
hot ethanol (10 ml) and 1 M aq* NaOH added (1 ml) . The 
mixture was refluxed for 1 h then cooled, acidified with 
6M-aqueous HC1 and extracted with ethyl acetate . After 
evaporation the residue was crystallized from ethyl 
25 acetate/hexane to give the title coiapound (0.035 g, 
93%) . 

m,p. 177*178 Q C* 

IjEUHME (CDCI3) : 8 7.18 {d, 1H P J * 8,5 H2), 6.87 (d, 
1H, J -8.4 Hz), 6,88-6.71 (4 H, m) , 6.56 (dd, 1H, J- 
8.4, 2.3 Hz), 6.53 (br, s, IE) , 6.41 (d, 1H, J - 2.3 
Hz), 5.91 <br, s, 2H) , 4.68-4.60 (m, 3H) , 4.61 (dd, 1H, 
J» 10.7, 7*2 Hz), 3.83-3,80 (m,' 2H) , 3.81 (s, 3H) , 2.86 
(dt, 1H, - 12,4, 7,2 Hz), 2.10-1.98 (m, 1H) , 1.73 
(sextet, 2R, J « 7.2 Hz), 0.98 (t, 3H, J - 7.4 Hz). 
MS (exact mass) M+ - 476.1829 (A « +0.6 mDa for C28H28O7) * 



30 



35 
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EXftMPIBS 12=M 
The following compounds were prepared by the 
procedures given above. 

5 (IRS, 2SR, 3SR)-l-(4H*ethoxyphenyl)-3-(3,4,5- 

trimethoxyphenyl ) indane-2-carboxylic acid; 

(IRS, 2SR, 3SR)-l-(4-Ethoxyphenyl)-3-(3-4- 
methylenedioxyphenyl) indane-2-carboxylic acid; 

10 

(IRS, 2SR, 3SR)-5-Carboj£y-l,3-bis(3,4-methyl- 
enedioxyphenyl) indane-2-carboxylic acid; 

(IRS, 2SR, 3SR)-3-(4-Methoxyphenyl)-l~{3,4- 
15 methylenedioxyphenyl ) -5- (prop-2-enyloxy ) indane-2- 
carboxylic acid; 

(IRS, 2SR r 3RS)-3-(2,4-Dimethoxyphenyl>-5- 
hydroxy-1- (3, 4-jnethylenedioxyphenyl) -indane-2~carboxylic 
20 acid; 

(IRS, 2SR, 3SR)-3-[5-(2,3-Dihydro)- 
benzfuranyl] -5-hydroxy-l- (3, 4 -methylenedioxyphenyl ) - 
indane-2-carboxylic acid; 



25 



30 



(IRS, 2SR, 3RS)-5-Hydroxy-3-(3,4-methylene- 
dioxyphenyl) -1- (2, 4, 6-trimethoxyphenyl) indane-2- 
carboxylic acid; 

(IRS, 2SR, 3SR)-l-{5-<2,3-Dihydro)- 
benzfuranyl] -1- (4-methoxyphenyl) indane-2-carboxylic 
acid; 



(IRS, 2SR, 3RS)-l-l3,4-(l,2-Ethylenedioxy)- 
35 phenyl] -3- (4-methoxyphenyl) indane-2-carboxylic acid; 
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(IRS, 2SR r 3SR)-5-HydroxyT-3-(3,4-methylene- 
dioxyphenyl) -I- (4~methoxyphenyl) indane-2-carboxylic 
acid; 

5 (lRS f 2SR, 3RS)-5-HydroKy-3-{4-methoxyphenyl)- 

1- (2-methoxy~4 , 5-methylenedioxyphenyl ) indane-2- 
carboxylic acid; 

(IRS, 2SR, 3SR}-1^3,4-Methylenedioxyphenyl)~ 
10 3* {4~methoxyphenyl) -5- (propyl^l-yioxy) indane~2~ 
carboxylic acid; 

{ IRS r 2SR r 3RS ) -5-Methoxy-3- { 4-methoxyphenyl ) ~ 
1~ (2~roethoxy~4, 5-methylenedioxyphenyl) indane-2- 
15 carboxylic acid. 

Formulations for pharmaceutical use 
incorporating compounds of the present invention can be 
20 prepared in various forms and with numerous excipients* 
Examples of such formulations are given below. 

Inhalant Formulation 

A compound of formula I, (1 mg to 100 mg) is 
25 aerosolized from a metered dose inhaler to deliver the 
desired amount of drug per use* 

Tablets/Ingredients Per Tablet 

30 1. Active ingredient 40 mg 

(Cpd of Form, I) 

2, Com Starch 20 mg 

35 3* Alginic acid 20 mg 

4. Sodium alginate 20 mg 

5* Mg stearate 1 . 3 mg 

40 2.3 mg 
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Procedure for tablets: 

Step 1 Blend ingredients No* 1, No. 2, No. 3 and 
No* 4 in a suitable mixer /blender* 
5 Step 2 Add sufficient water portion-wise to the blend 
from Step 1 with careful mixing after each 
addition. Such additions of water and mixing 
until the mass is of a consistency to permit 
its converion to wet granules. 
10 Step 3 The wet mass is converted to granules by 

passing it through an oscillating granulator 
using a No. 8 mesh {2,38 mm) screen. 
Step 4 The wet granules are then dried in an oven at 
14Q*F <60°C) until dry. 
15 Step 5 The dry granules are lubricated with 
ingredient No. 5. 
Step 6 The lubricated granules are compressed on a 
suitable tablet press. 

20 Eassnteral Formulation 

A pharmaceutical composition for parenteral 
administration is prepared by dissolving an appropriate 
amount of a compound of formula I in polyethylene glycol 
with heating. This solution is then diluted with water 

25 for injections Ph Bur. {to 100 ml) . The solution is 
then steriled by filtration through a 0.22 micron 
membrane filter and sealed in sterile containers* 
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CLAIMS s 



1. A compound of formula (I) 




(I) 



wherein: 



% Is -X(CH 2 ) n Ar or -X(CH 2 ) n Rs or 



4- if 



R2 is hydrogen, Ar or (c); 

? x is -X{CH 2 > n Rs; 

P 2 is -X(CH 2 } n R 8 , ° r ""XRgY; 

R3 and R5 are independently hydrogen , Rn, OH, 
25 C^galkoxy, S*(0) q R llr NfR^, Br, F f I, Cl, CF 3 , KHCORg, 
"XR9-Y or -X(CH2)n R 8 wherein the methylene groups of 
-X{CH2> n Re may be unsubstituted or substituted by one or 
more -(CH 2 )n Ar groups; 

R4 is hydrogen, Rn, OH, Ci^alkoxy, S(Q)qRn, 
30 N{Rg) 2 > -X(Rii) r Br, F, I, Cl or NHCOR5 wherein the 
C^-salkoxy may be unsubstituted or substituted by OH, 

methoxy or halogen; 

R$ is independently hydrogen or C^alkyl; 

R7 is independently hydrogen, C^-galkyl or 

35 (CH 2 ) n Ar; 
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R 8 is hydrogen, R n , C0 2 H, PO3H2, P(0)(OH)R7 
or tetrazole; 

R9 is Ci-iOalkyi/ C2~iQalkenyl or phenyl all 

of which may be unsubstituted or substituted by one or 
more OH, N(R 6 ) 2 , COOH, halogen or XCi^alkyl; 

R 10 is R 3 or R 4'* 

Rll is Cx-galkyl, C2«8^ 1 ^y^r C2-8aikynyl all 

of which may be unsubstituted or substituted by one or 
more OR, CH 2 0H, N(Kg>2 or halogen;. 

X is <CH 2 ) n , O t NR 6 or S(0) q ; 

Y is CH3 or -.CH2X(CH2> n Ar; 

Ar is: 






> 







(a) (b) 



. naphthyl, indolyl, pyridyl or thienyl, 
oxasolidinyl', oxazolyl, thiazolyl, isothiazolyl, 
pyrazolyl, triazolyl, tetrazolyl, imidazolyl, 
imidazolxdinyl, thiazolidinyl, isoxazolyl, oxadiazolyl, 
25 thladiazolyl, morpholinyl, piperidinyl, ' piperazinyl, 
pyrrolyl, or pyrimidyl; all of which may be 
unsubstituted or substituted by one or more R 3 or R 4 

groups; 

A is 00, or [C(R 6 ) 2 ] m ; 
30 B is -CH2~ or -0-; 

Z\ and Z2 are independently hydrogen, 
C^galkyl, C 2 -$alkenyl, C 2 -83lkynyl, OH, C;-. 8 alkoxy, 
SCOJqCx-aalkyl, N(Rg) 2 , Br, F, I, CI, NHCOR^, 
, ~X(CH 2 ) n R 8' Phenyl, benzyl or C 3 ~ 6 cycloalkyl wherein the 
35 C^galkyl, C 2 -8 alken y 1 ° r C 2 -8 alk y n yl ™*y be optionally 
substituted by COOH, OH, CO(CH 2 > n CH 3 , CO {CH 2 ) n CH 2 N (R € ) 2 , 
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or halogen; or Z x and Z2 together may be -0-A-0- on 

contiguous carbons; 

%2 is %i or XR9Y; 

q is zero, one or two; 
5 n is an integer from 0 to six; 

m is 1, 2 or 3; 
and the dotted line indicates the optional presence of a 
double bond; or a pharmaceutical^ acceptable salt 
thereof; provided that 
10 ■ K 2 is not hydrogen when X is S(0)q; 

* when the optional double bond is present 
there is only one Rxq and there is no Pi; 

* the compound of Formula I is not (1RS)-1,3<* 
diphenylindene~2~carboxylic acid; {cis, cis) - 

15 £1KS # 3SR) -1, 3~diphenylindane~2«-carboxylic acid; 

(IRS) -3- [3HMethyl-l-phenyl~ (IE) -ind-2-en-l-yl] 
propionic acid; or URS>~2[1, 3-diphenyl-UH)- 
ind-2-en-2-yl}ethanoic acid. 

20 2. K compound of claim 1 wherein Ri is 

X{OT2>n Ar ' dihydrobenzofuranyl, henzodioxanyl, 
cyclohexyl, or Cx-4alkyl; R2 is a moiety of formula (a) 
or (b), Cx-4alfcyl, indolyl or hydrogen; R3 and R5 are 
independently hydrogen, OH, Cx-^alkoxy, halogen, 

25 -OGx-4aiJcyl phenyl, Rxi C0 2 R 7/ Cx^alkyl, N(R6)2/ 
HH(CO)CH 3 , -X<qr 2 )n&8r ^9, pyridyl, phenyl or 
S{0) p Cx^5alkyl; R4 is hydrogen, OH, C^alkoxy, halogen, 
Cx^alkyl, tf(R£)2, NH{C0)CH 3 or S (OJpCx-s* 13 ^ 1 '* z l* z 2 
and Z3 are independently XR9Y, benzyl, hydrogen, OH, 

30 Cx-salkoxy, -K(R6>2' S (0) q Ci^ 8 alkyl, KHCOR^, X(CH 2 ) n R 8 
or halogen, or Z± and J£ 2 together may be on 
contiguous carbons; Px and P2 are independently 
hydrogen, CO2H or tetrazole; Ar is a moiety of formula 
(a), or <b), phenyl, or pyridyl and X is (CH 2 ) n or 

35 oxygen. 
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3. A compound of claim 2 wherein R3 is 

hydrogen, ~X(CH2) n R 8 or R ll C0 2 R 7' R 4 and R 5 are 
independently hydrogen., OH, C^^alkoxy, SC^-salkyl, F, 
Br, Chalky 1 or NH2; Zi and Z3 are hydrogen and Z2 is 
5 hydrogen, OH, C£- 5 alkoxy, halogen, X(CH 2 ) n R 8 , NH 2' 

benzyl or NH(CO)CH3, or %i and Z 2 together may be O-A-0 
on contiguous carbons* 

4. A compound of claim 3 wherein R^ is a 

10 moiety of formula (b) and R 2 is a' moiety of formula (a) 
or (b); A is CH 2 , B is -0~; there is no optional double 
bond; Rj and XR 2 are trans to P37 Z 2 is 0H ' Ci-s&lkoxy, 
-0CH 2 CHCH2 or hydrogen, Zi is hydrogen; R3 is hydrogen, 
X{CH 2 ) q C02H or CH**CHC0 2 H, R4 is hydrogen, substituted 

15 phenyl, or Ci-2 a i* ox y; and R5, Rxo and P 2 are hydrogen. 

5. A compound of claim 1 selected from the 
group consisting of: 

20 (IRS, 25R, 3SR)-l-(4-Methoxyphenylj-3^3,4-methylene- 
dioxyphenyl)indane~2*~carboxylic acid; 1 

(IRS, 2RS, 3SR)«5-Hydroxy-3-{4-methoxyphenyl)-l-{3,4" 
methylenedioxyphenyl) indane-2-carboxylic acid; 

25 

{XRS f 2RS, 3$R)-5^Methoxy-3^4-methoxyphenyl)-X~{3,4- 
methylenedioxyphenyl) indane~2-carboxylic acid; 

{IRS, 2SR, 3SR)~l,3-Bis(3,4-methylenedioxyphenyl)-5- 
30 5-hydroxyindane-2-carboxylic acid; 

(IRS, 2SR, 3RS)-3-(2H:arboxymethoxy~4~methoxyphenyl}-l- 
{3, 4-methylenedioxyphenyl> (prop-l~yloxy) -indane-2~ 
carboxylic acid; 

35 



WO 93/08799 



PCT/USW/09427 



-lb- 

(lRS r 2SR, 3RS) -3- (2~Carboxymethoxy-4-methoxyphenyl) -1- 
(3, 4-methylenedioxyphenyl) -5- (prop-l-yloxy) -indane-2- 
carboxylic acid; 

5 {IKS, 2SR, 3SK)-3-(2-Carboxymethoxy-4-methoxyphenyl)-l- 
(2-methoxy-4, 5-methylenedioxyphenyl) <prop-l~yioxy) - 
' indane-2-carboxylic acid; 

(IRS/ 2SR, 3R$)-3«t2~(l-Carboxyethr2-yloxy)-4-methoxy^ 
10 phenyl] -1- (3, 4-methylenedioxyphenyl) t5- (prop-l-yioxy) - 
indane~2-carboxylic acid, bis-dicyclohexylamine salt; 

URS, 2SR, 3SR}~3-[2~[ (E) ~2-Carboxyethen~l~yl] -4~ 
.methpxyphenyl] (3, 4~roethylenedioxyphenyl) -5- (propyl- 
15 yloxy) indane-2-carboxylic acid; 

(IRS , 2SR* 3SR> -3- [2- (2~Carboxyeth~l-yl) ~4~methoxy- 
phenyl] -1- (3, 4-aethyienedioxyphenyl) (prop-l-yloxy) ~ 
indane-2-carboxylic acid; 

20 

(IRS, 25R, 3RS) -3- [2* (3-Carboxyphenyl) -4-methoxyphenyl] -I- 
(3, 4-methylenedioxyphenyl) -5* (prop-l-yloxy) indane-2- 
carboxylic acid^ 

25 6. A pharmaceutical composition comprising a 

compound according to any one of claims 1 to 5, and a 
pharmaceutical^ acceptable carrier, 

7. A compound according to any one of claims 
30 1 to 5 for use as an active therapeutic substance. 

8o A compound according to any one of claims 
1 to 5 for use in antagonizing endothelin receptors. 
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9. A compound according to any one of claims 
1 to 5 for use in treating hypertension, renal failure 
or cerebrovascular disease* 

5 10. use of a compound according to any one of 

claims 1 to 5 in the manufacture of a medicament to use 
in the treatment of hypertension, renal failure or 
cerebrovascular disease* 

10 11. A method of antagonizing endothelin 

receptors which comprises administering to a subject in 
need thereof, an effective amount to antagonize 
endothelin receptors of a compound according to any one 
of claims 1 to 5* 



15 



20 
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12. A process for the preparation of a 
compound of formula (I) of claim 1 or a pharmaceutical^ 
acceptable salt thereof, which process comprises 
reacting a compound of formula (II) 




COaX 



(II) 



wherein Z a , Z 2 , *Z 3 and Rx are as described in claim 1 or 
a group convert able thereto, and X is alkyl, with an 
organomagnesium compound of formula (III) 

R 2-*CH2)xr**gBr (III) 



wherein K2 is as described in claim 1 or a group 
35 convertable thereto, in a suitable solvent 
to provide a compound of formula (XV) 
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(IV) 



which is reduced and thereafter, when desired or 

necessary undergoes, 
10 a) insertion of Rxo < wh *n other than hydrogen) 

through conjugate additon,* and/or 

b) alkylation or acylation to give compounds 
wherein Pi and E>2 are other than CO2H; and/ or 

c) conversion Ri, K£, Z\ f z% and z$ ; 
15 to afford a compound of formula (I) * 
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